PROPANE- 1,3-DIONE DERIVATIVES 



Bibliographic: : Description Claims Mosaics , 
data L/cooiiHuuii v^iaiiiio c document 

■ ^ . V t. .•■ ■■ f ■ t * 

- ■ ■ - - . ■ - - • V . ,-■ y:- - , ■ , • » .-v- x.-t .• y w.*-, t tt • ■ - • . - •- • • - • . 

.: '. ..-■■>•■.■■■..■..:.-..■■ V '^^ ^3vv ■■■ ■.^-■^■■■■■■■■■■■^^ ■ 'v *■ ."X 

" " :» ^ . . " ■ 


INPADOC 

.., legal status 


jPublication 
{number: 

.i.'-i a < 1 


WO0202533 ^ 


Also publlslied as: 


(pubiication 
^ate: 


■■' ■ ■ -v. V , v.- ...■^ J.-:.. .m .iiifi .i...... - ^,<. . 1 


S EPt300398 


filnventor: 


HIRANO MA'SAAKIl(aP);, KAWAMINAMI EIJI (JP); TOYOSHIMA 
AKIR;6r:{aP);flWIQRITOMO HIROyUKI {JP);.SEKI NORIO (JP); 
WAkAyAM>fli:R:^Ut>iRQ:(JP): OKADA MINORU (JP); 
KUSAYAMA-'T.dSHIYUKI (JP) ^ ~«>- V 


g US6960591 
(B2) 

@ US2005267110 

• (A1) 


1 ^Applicant: 


YAMANOU;CHI PHARMA CO,LTD.(JP); HIRANO MASAAKI (JP); 
KAWAMIhkMf EiJil(jP^;-;iOtOS"HIMA AKIRA (JP); MORIT0MO 
HIR61'0lfJi:(ljp)fW>^;NpRiO (JP); VA/AKAVAiA R YUTARO " 
(JP); OKADA MINORU (JP); KUSAYAMA TOSHIYUKI (JP) 


H US2003191164 

(A1) 
® CA2415010 
(A1) 


1 |classlflcatlon: 




more » 


1 International: 


A61K31/4184;A61K31/422; A61K31/427: A61K31/428; 
\A61K3l/4H9r^0mi/454; A6,iK31/472S; A61K310O6: 

A61K^1/S377'rJ^B1PS/24- A61'P3S/00' C07D23S/06' 

co7b23Sfii^:C07D2fr/6^:eo^^ 

C07D40i/p<S:X:bmokMf;t(^^ C07D403m; 
C07D403/12; eh7D4i)5/06; C07D40S/12; C07D413/14; 
C07C^17/€igmmW1^S^9m'^17/14; C^^^^^ , 
C07W87/<^^A61K31/4l)8^; A61K31/422; A61K31/427; 
A61K31M28; A6lk3l'/4427; A61K31/4523; A6lk31/472; 
A61K31/506; A61l^31/5375; A61R5/00; A61P35/00 
C07D235/00; C07D277/00; C07D339/00; C07D401/00; 
C07D403/dO: 0670405/00: C07D413/00; C07D417/00; 
C07D471/qd; :Cb7b^7/00; (IPCif-7): C07D235/06; 

Ad 1 Ko 1 /4 1 o*!', Ab J /4z^ , AO i t\o i / , AD 1 f\o i /*f , 

!a61 K3i/4439'1S61 kbl/454' A61 K31/4725; A61 K31/506; 

IA61 K31/5377; A61 P5/24;"A61 P35/00; C07D277/64; 0070401/06; 

C07D4dl/12;-€07D401/14; C07D403/12; C07D405/06; 

C07b4b5/12i e07©405/14; C07D409/06; C07D409/12; 

C07D409/14; C07D413/12; C07D417/12; C07D471/04 


cited documents: 

(g JP2000095767 
m WO9528405 
11 US4062686 
m EP0368327 
(1 XP002942967 


1 - European: 


A61K31i(4;184; :AeiK3|/422; A61K31M27; A61K31iM^^ 
A61K31/4439;-A61K31/454; A61K31/4725; A61K31/5b6; 
IA61K31/5377; C07D235/06; C07D235/12; C07D277/64; 
C07D277/84; C07D339/06; 0070401/06; C07D401/i2; 
C07D40,t/i:4; C07D403/Q6;. .C.Q7D403/12; C07D405/Q6; 
C07D465/12; e07D413/14; G07D417/06; C07D417/lj2'; 
C07D41 7/14; 0570471 /(^: C07D487/d4 




1 Application 
1 [number: 


WO2001JP05813 2001 0704 




1 [Priority 
||number(s): 


JP20000204425I200007Q5; J P2D01 01 53372 2001 0523 










ftVlew INPADOC patent famllV 





I 



t 



Miewiiist{ot/c 1 1 i n oiTd o cu m e n ts^^^HB 








i-j^. .... > . " . . 


■ .. A ; 

• ■•. ■ ' . ■' -r^:"?, 
...... ... . .< . .--a^ 


^^^^ ^^ ' • . ■> . Vi^l^ 

liM^'''^-'^^ ■' ' - ■ ■' 

^ • . - - - . ' 




. 1 



Abstract of WO0202533 

Medicinal compositions, in particular, GnRH 
receptor antagonists comprising propane-1,3- 
dione derivatives represented by the following 
general formula (1) as the active ingredient; 
and novel propane-1 ,3-dione derivatives 
having a GnRH antagonism: general formula 

(1). 
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(I) 



(57) Abstract: Medicinal compositions, in particular, GnRH receptor antagonists 
comprising propane- 1, 3-d ione derivatives represented by the following general for- 
mula (1) as the active ingredient; and novel propane- 1,3-dione derivatives having a 
GnRH antagonism: general formula (1). 

(57) 



(I) -C^$tt57^ayN->'- 1 . 3 - :t :y m ^ ^ 

. m • 



in 



O 




(I) 



wo 02/02533 Al llllillliilllllllllllililililliiiii 



(81) fSMS (Sl^): AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, ES, Fl, GB, GD, GE, GH, GM, HR, HU, 

ID, IL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, 
PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ. TM, TR, TT, 
TZ. UA, UG. US. UZ, VN. YU, ZA, ZW. 

(84) Ji^a (OlM): ARIPO (GH, GM, KE, LS, MW, 
MZ, SD, SL, SZ, TZ, UG, ZW), ^ — ^ i^T^^it (AM, 
AZ,. BY, KG, KZ, MD, RU. TJ, TM), 3 — 0 



(AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT. 
LU, MC, NL, PT, SE, TR), OAPI »ff (BP, BJ, CP, CG, 
CI, CM, GA, GN, GW, ML, MR, NE, SN. TD, TG). 



SVO 02/0^533 



PCT/JPOl/05813 



'l£fl^J^7tx;U%>j|{t;U7N;i/^XGonadotropin Releasing Hormone J«1.T. GnRH tS&Wt^o 
* fc. GnRH I*lli$:fl0Jig7t%;U^ >JfetiJ Tjx^U^ > Lute i n i z ing Hormone Re I eas i ng Hormone ; LHRH 

TmWmmzW^t ^ i: %^ l^ C JSIT. GnRH t ISIH-r -So ) L T . T 

S<*MI|7h^U^>t?fc'5>lii*Jl^fie7N;i/^> (aT. LHtlliSiB-r<S.).@|3flaj6iJ^7tx;u^> (J2l 

46, 46-57 (1998))o GnRH g^i^lC^f Sl^mW^&'^Oil^^WdrlSfitlill*, GnRH OOf^ffl* 

• j&^^i: L-C^f#^?;h,'5 (7t^;u^ >i:BI0S (1 9 9 8) .JiiB) o 
^^V-^Zf^ Kil#tt:-^2ii14/<:^^ KSI^{*J5:i:a)^^5^ K14<b^i|&)b<ftie»*LTL^-&o * 

(i^ia 2000-95767) Xtt^xy tf y 5 i;>i|^t*:(W095/28405)lp;b<^'&$;h.r L^i>o 




wo 02/02533 PCT/JP01/0S813 



r l^-57b^ (E):#|^g3!|$^ 135348, 631 1 77. 1^ 368327. 1^ 332044. >7U7 hW094/01 41 5. 

4062686, 4119466. Col I ect. Czech. Chem. Commun. (1971), 36(1), 150-63, Zh. 
Nauch. Prikl. Fotogr. Kinematogr. (1971), 16(4). 282-8. Collect. Czech. Chem. Commun. 
(1978), 43(3), 739-45, Collect. Czech. Chem. Commun. (1979). 44(5), 1540-51. "JkXS 
Collect. Czech. Chem. Commun. (1973). 38(12). 3616-22) . GnRH ^^{4:}$^^^^ 

( C O t ^ T li ^ ^ ^? *L -C I ^ L ^ o 

f^f^m. 2- (1 . 3- t K p -2H-K > y >r 5 ^ v/-;u-2— r u » -i . 3- i> ^ i ^<;u :^ P / ^ >- 
it-^m^Mmy.. Tis-iaiC ( 1 ) T?^$;h.'5:^p/^>- 1 , 3 - -x:?!- WA^ffi^Kfc cnRH 

— fiftS(l) 



.3^2^ wr^ (I) 



: 



(R'. R^ R^JtlfJR*: 1^— Xli^^Co-C. H. NO2.CN. Halo. MSI$*^rl^■C4» J:L^iK^b*^S. 

101-. (n,oi : 071M2roSM.JilTPHII) . H-S (O) n , 01 -. M^$;|^■CU^■C^,<fc^^ 
R'. RS R^ at/ R^ ©gf e)iili;h.fcP V ^ 5 2 <@a>Sli— 'JC o 'J -;UXI*i/^ P 
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R^Rlf R":!^— X^im^i:or.H.Halo.M^^;^^■Cl^rtckl^i^<b7K^SXI±g^*;t^rL^T 
X' x'': m—^itmtdi -o X, N. S. Xli 0 IS^. 

2^z^z'^il;z*:cxl*N. 

is. L. i)x' su: x^ A< s x<± 0 <Dii^. s*c&-r R'&i; R''<D-^xi±5R:Sii#^-a-r. 2) z', z^ z» 

&t^/xi* z^© 1 ;is 4 fiA< N ©Ji^. s*)£-r'5 R'. R^ R'st;/x[* RNi#?i l^e? l\) 

l*;'ffl', Et lilfJt. Xli tBu It tert-^'fjt^ o 
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Si 
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5i^iafliM<b7Km^^mi* L. Sf * L < i* rev. p T^u^^uj -efe y . a :^ 

r^xPJiSj i:l*N. S&i;oANt)®^^F*i€>^-rPl^^$ 1 ;!iS4ii^:S"f 5 75£ 6 

y -;u) -^^l^^^ttaj^^^i^ c cue. m^iCi: L-ci*. tf p y i?:^;u. v^y i> 
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T y U ^UA<. ^^iC t L "CI*, > K 'j -;U, 3. 4-> •?=• U > 7 x 3, 4-315^ U > 

fTi^yuj t HCO-. c,.,5 ^it^m^-co-, ^T-pjgS-co-. ^-r-pa^-y^u^^u 
-co-. ^"rnm^-TJi^^—ju- CO-. p^S-7;u+-;u- CO-. c,.,5 ^it^ 

m^-CS-, ^i^P^S-CS-.^xPii^-7;U^<;U-CS-. ^■rP^^-T^U'tr— 

;u-c s -. X(*^^PiiS-T-;i/^— ;u-c s -;&<^if e^^x-Soiff * L < i± c,-,5^'(b7K^* 

-CO-,5tu:^-5^PigS-CO--e&y,m(#:WI::l* HCO-, T-fe^^^k ::^p tf::*-— ;k 2-^ 

- 2 - x>- 2 -:t-r;k '/-r ;k — a -<;k -t/ -i';k t°p y i;::.;u:*j;u7f? 

^pn>t5^;k hy 7>u:d-py^;k 7;u:^P'7x^;k iyyji^^ta-pji—ji^.^ith^jyji^^ 

«ij^ii3-^5^;u-4-;*-^v-2— g^:?|-^v5'T^/y i?>-5— f yTr>^7!)<P(f e);ix^o 
r/<-7^P3iS-c,.,a7yu^y i:i*ey i^ju-^t^yir^iPA^^if e»*i^„ 

s (o) n ,01-.a^$;I^TL^•r^.J:L^*;^/l=E-^;^&UMgi$tl■ru^■c^»«J:l^:^;^:77^ 
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4 

am: OH, NO2. COOH. Halo. Ce-,47'J-Jl'. AfP^S. R'^jSiO-XU/XI* R'"'-!'"'- 
R'«": (1)H. (2) C3.85/^P7m. (3)Afa^S. 

(4) [OH. NOa. COOH. Ha I o, AfP^S. G,.,o7il4Jl^CX)-, 0,.,o7Jl4JM)-. G,-,o7Jl4M)-CO-S.t//XI* 
(R'^O n,02C6.,«7'j-JI'] -CM^ **i-C l^-C cfc L^ C,.,o7a4)l'. 
R"" : H, Ha I o, NO2. OH, COOH. C,.,o7JI4JI^O-XI* C,.,o7J14JM)-CO- 

(5) OH, CN. NOa. Ha I o Xl^/XI* C,.,o7Jl4Jlr-CONR'"-T?MSl * ^IT l^r =fc J: CB.,47'j-JI'. 

(a)H. (b) G5„,y^P7Jl4JI'. (c)AfP^S, (d) COOH. C,.,o7Jl4A^O-CO-. (R"^) n,02-Ce-,47'J-il'XI± 
(R"^) n,a2-AfP^i&-e®fi| $ ;tX-C t^-C =ti <*: L^ C,.,o7/I4J1' 
R'***:H, OH. Halo ^ L < (i C,.,o7MJM)-. Xli 
(e) OH. GN. NOj. Ha I o Xl* C,.,o7Jl4Jlr-GONR"'5--l?Mg| * L^r =fc J: t\ Ce.,47'j-JI'. 
R"»: (a)H, (b) G3^y^P7Jl4il'. (c)AfB^S. (d) COOH, C,.,o7J14JM)-C0-. Ce.,47'J-Jl' 
XI±AfD^g-egg|$tl■CL^-C4»d:l^ C,.,o7Jl4JI', XI* 

■ 

(e) OH. CN. NO2. Xli Ha I o -^MSl $ l^r J: C9.,47'J-JI'. 
T"" : -0-. -CO-. -C0-0-, -0-C0-. -NR««-CO-Xli-NR"*'-. UlTm^ 
b ^:(1)H. (2)0^)/^^. (3)C,.,o7fl'+J^-0-■eS8l$5|^■Ct^T^,<);L^ G6.,47'j-Jl'. (4) Af P3l 
m. (5) (OH. NOg. Ha I o. Af P^^. R«"R««N. G,-,o7JMrJM)-. 7«>JI'XI* (R""0 n,02-Gfl.,47'J-Jl') ■eM«i^F;h.T 
l^r^» cfcU^GMo7Jl4*. 

R"*:H. COOH. NO^. R""R"»N. 7i'Jlr-NR'*"-^ L < I* C,.,o7*+/H)-CO-, JJlTl^tS 
c^: (1)C,.,o7<l4;i'. HaloG,.,o7Jl4J^XI*G6.,47'J-J^-C,-1o7JI4i^T?«^^?4^■Ct^■C4.^*:l^AfP^S. (2)y^ 
P7mXI* R""R'"N ■eSSl*^l•CL^r*«J;t^ C^.,47'J-*. (3)R«"-eSSl*Hr L^■C4. J:L^ C,.,o7Jl4 

R"": (a) C3-8->*07J14J1'. (b) C3^«>*P7JI^=JI'. (o)R'"-0- 

R"»: (i)C..,47'j-Jl'. AfP^S^ L < I* R""R^~N -Cg«|*4^■CL^r t G,ho7J14 
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(d)N02-eMel*tL-Ct^-C^l«J:t^75/J^. (e) (R"«) n,02-Ce.H7'j-Jl' 

R"»:(i)H. (ii)OH. (iii)CN, (iv)N02, (v)COOH, (vi)Halo. (v i i ) t+y (=0) , 

(vi i i)R""R""M. (ix)R'"'-eS^$*i,-CUr4, J:t^C,.,o7Jl4Jl'. 

R'«: H. OH. COOH, Ha I o, Ce.,47'J-Jl'. (C,.,o7Jl4JI'. ttVS L < lift+V (=S) ) 
Sl$4ir l^■C=fe<i:l^AfP^'^'jT >. C,.„7J14JM)-. C,.,o7Jl4Jt-0-C}0-XI* 
7yM)-. (x) 7'>Jb-0-. (x i ) Ha I o T-SSl ^:h,rt^r=fe«fet^ Cfl.,47'J-Jl', 
(x I i ) Ha I o. C,-,o7il4JI'^ L < I* Ha I oC,.,o7JI4J1'-CS^ * ^tlT U^T * <*: l^^ 

f nii^. RU/^lt (x i i i ) R"'-T««- 

R"': (i)H, (i i) CmS^P7/14JI'. (i i DR'^R'^N. (iv)Halo. C^.MSi'. 

HaloCMo7Jl4Jl'XI± C,.„7'j-Jl'-eMfil$;h.r 1>-C=fc<i:l> Ce.,47y-Jl', Xli 
(v)Haro. COOH. C,.,o7J14JM)-. R'^'R^'^N. C*.,^';-*. AfD^S. AfP^-f'JT >. 0,.,o7Jl'=lr 
fl/-0-C0-XI±7i'JM)--CMg|$:h.T L^r =b J: l^ C,_,o7Jl4JI' 
T"«:-0-. -CO-. -MR""-. -0-CO-, -COMR""-. -NR""NR""CO-. -0-CONR""-. 
-S (0) n,o -Xl*-S (0) n,o,NR""-&i;/XJ* R""'NC (NR""-) NR"'-. 
R'^'^H, Xli C,.,o7JMriM>-CO- 
(f) (R"0 n,02-Atni 

(g) C,.,o7J4Jlr-0-C0- 

(4) Halo. t+>>h* , C,.,o7fl'+JI'. C,.,o7Jl4Jt-0-XI* C,-,o7fl4J^-0-C0-NR"'-^?MSi$*lTL^•C^.d;l^^ 
f D^S-C,.,o7Jl4'if* >. 

(5) R'" ttr L^T t J: L^7yJl' 

R'":OH. COOH. CN. NO^. Halo. 01^147';-*. ^fD^S. R""R'"N. C,.,o7Jl4*. Ha I oC,.,o7JttJI'. 

C,-,o7Jl4Jt-0-. C,.,o7Jl'+Jl-0-CO-. C,.,o7J14J1^0-C,^„7U-JI', 7vk C,.,o7Jl4)H)-CO-. 

C,-,o7iI'**-Ce.,47y-Ji', 7y*-NR""-. 7->JH«?"'»-C8.,47';-JI'Xtt C,.K7jt*JM;^,47'J-Jk-S0»- 
NR«"-. 

(6) R""R"»NCO 

(7) R"^-S (0) n,o - 
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R"*: (a)H. (b)OH. NO^. Halo. R'»'R"«N. C,.,o7Jl4Jlr-0-. V/IIrm"'^ L<lt C».„7'j-JI'-CM^$ 
tlT L^-C =fc J; C,.,jm, (c) OH. NO2. Ha I o. R""R'"N, C,.,o7*+jI'. Ha I oC,-,o7JI'+/l'. C,-,o7Jl4/P- 
0-. 7'>*-NR"'-. XI* Cg.^T'j-il'-eg^^F^tl-CL^-C^. cl;L^ Ce-,4 7 'i - * , (d) OH. NOj, 
Halo. R""R"«N. C,.,o7JMrJl'. Ha I oO,.,o7JI4/l'. G,.,o7Jl4JM)-. 7'>*-NR""-. X(* Ce-i47'J-il'-Ca^^? 
l^X 4. cfc ^^^f P^g. XI* (e) R""R««N. RU/^lt 

(8)RtlS_Xl03_ 

R"": (a) AfP]l^-??g^ * ;h,t ^^-C 4. d; G,.,o7Jl4*. (b) AfP31S^ L < 1* R""R'~N 
^ *ir L^■C * J: C,.u7'J-Jl'Xf* (c) AfP^». 

T"«:-CO-NR""-, -NR""-CO-. -NR""-CS-. -0-CO-CO-, -0-CO-XI*-CO-CO-. JilTf^^. 
dm: (DON. (2)N02, (3)Halo. (4)0H, (5)C00H. (6). (OH. Halo. AfPiSS. HaloT»iHII$;Kri^r 4i 
«kL^ Ce-„7'j-Jl'. R""R'"N. R""-CO-. R«"-T""-CO-Xli R''"-!'"'-) "CSSl^^xr U^r t d:l^ C,.,o7il4JI' 

_jl04_ 

T"**:Sg^, -0-, -C0-0-. -0-C0-, 



(7)R 



na 



:^*;^^rt«^:L^7•>/^. (8)R'"l?g^*:fxr^ J:L\7yJM}-. (9)R'"'R'"N 



R"'. R'": l^-XI*m^i:o r H Xli c &t//Xli (10) R'^R'^NCO. islTI^4f .) 

^fg0^W^fig^XI*2|5:^B^ib^!i^|cli. ^Rmi4i*:-VS>S^mtitt:A«#^Ef -S.-ISiJ^tf^j^cZ) 




©aMl^<k o TI**fg§B<b^^l*:T^^I^^XIi$lli:i^^^:&-r -Slt^Jb^fe y . 
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R* ^ r" 




mm, r at' t>m. v:i^m. mm. :n\m. :?nm, ^^oom, %m. si. m^m. nm, >*>aji-*>ii. i 
rMi'M. p-YR'zyutjm, 77J\' 7*' ym, ^itr m'^momi^mtomnisa^. nm, mk 



Med. ,5.2157-2161 (1985) •V>rg^a<3!>lfll6j|g 7 #(JgJI|#jg, 1990^)^^att 163-198 MlZ 

:i(D^'ytii-^mmt Lxitm^it7ijm.yi^mm,m'^mmx^f'j,'i:*ii^o^mmt Lxit 

•159^ li^'U-V (Greene) S.tX'JiryCWuts)^, FProtective Groups in Organic Synthes i s (|g 3 fifi) J 
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^tz,:^m^mi&l^i^i)^^jkmt'^mXib^^^lt±m-XmCol\eot. Czech. Chem. Coimiun. 
(1971), 36(1). 150-163 ^) lC^-:5^S^lcA¥Rr*feTf fc-ii. 

DMF:N, n-y ;if Jl.*U75 h* ;DMSO: 5/* jl-xmi/h* ;THF: f F^tK n77>;Tol : hJH>;EtOAc: gt^lf 
ib-.DCE A. 2-'/ ^ Dni$> : TEA : h'jif Jl'75> ; D i g I yme : / If U>r 'J3-*'/ ;tf JH-f* 
m 1 S/^ (7->JHbRF&) 

^tJfe<Z)7'>MbjEC6T?fe y . m<*Wlcf*7Jt+Mb^i^t-€-<OSf&>^cSi<C7'>Mb^4^i: 
JSPSlc^jSte'tCj^J^i: Lr /*. A* >t* >. Xli Tol ^(Z>^#ae^<b7K0^gJ^jS^. 

D i g I yrae, THF, 1 . 4-/ m>Xli 1 . 2->* ;t hmrMOX-fm^U, V *PP>*>. *nni|!jl-iOHi DOE 
Halo m^b7K^^j§JS£. TEA. f 'J'/ >. a'J-/ >. l**'JV. 2. 6-JPfy >^(Z>^^14i§JS^I?7b<^(f t>;h.'So 

ftaWJEcfWi: Lr.*SI?B<b^!Kal*;«fW5r/-Mb^!|*l(M) i:7'>JHb^!t&(i 1 1) t^SfSlc^ 
)Stt^j:j§J«4'MS7bM*naTr-i5f&^?-tJ:(x@ i). *Pai*(lv)ll^#. ^^^b^ij^dv) tJEJS 
*ffS:i© W >^ (V) $^iP L. *Dii-r-S (XS i i) ^ i (c J: y SIj^^^v-So 

:*:S>iX'lit4»FBl{*(lv)^ld:m^-iJr-ri-. m-xS^<b^!|«3(i i)<Z)Sf&**f&S<D*ji,r i/K(v) 

^ L < ttSP5>t*PBS07K$^*n L-hiaa)$n < inii-r ^ c: i: t J; r t ff 5 ^ t # * 

fc. 7?/Mb^fe (1 1 1) (Oftt) y IC^-<3!)Sl^fil7k#l^«LN-C4. J:t^. 
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(ii)H20 m,L<{tit^^W 





cll ^> 

N 
I 



(Ma) 



Me 




(ii)H20 ^U<l*^bd«9(V) 




(Via) 



G 



#. SIC ^M-fb^^^ (X) i: 75><b^iia aOt^SfS^-fr-SctlcJiy fTt>;h.-S. 

:^§&mt^^(xi I) (*. iXfMb^^^aCVl I) t SJ6:>»f6S©7'>JHb^«a(Vl 1 1) t $*^jbtHJW 
mo^mn^T THF ^©JKPClc^FjStt^cjgSltif MSTiSiJDSTlJJKlS^-a: (Xg i) . #P,*tfc 

<b^!|*l (IX) t -eS^bj^^ t ^ KF/AI L < l*^MA'JW^<©Sil^^S. L^I±TEAl?©:fr^ 

i^^^^ETJ^^TbSma. » * L < li 0°C7bMSTlcrS^&$•a^.•^l^-e3')^b;lfJ^XIi 1,3- 
•/r DWn/\*>l|(D7Jt+Mb^^}SJn-r-S C irlcj: y 7iP+MbJ5r5lcm L (X^ i i). f#'b;h.fci/*ft 
7t*-Mb^i|^(X) i^©Sf5>yiBS0D75Wb^!|^!l(XI) i: ^i^y-Jt, X(± DMSO ^(DSSElc^SltJji: 



i§J«*MS75S*n^^aTSrB (X^ i i i) d i: ir J: y nt>^^ 
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(iC*. It C„7JI4JI'. X' It NH. 0 Xli S ^mt7m2 <@7!)<$S^ LXm^f^fS.X* ^ -S C <!: 



MS mm 

m i 2it;xg i i i itmmm i maa)7">Mbsis:icip-r'5. is4-r-5*p^<*(xi i omitmmLx 




(XVI) 

:^ii7cigj^(^. J1^<D^ ^'^fTt?.:iX'& (COMPREHENSIVE ORGANIC SYNTHESIS 8 REDUCTION 
(Pergamon Press) (1991)) » cfe "J Sf * L < 1* (1) 7K^#fflmT^L^(i+* it7>t-')A^®7K^#t# 
»J#ST. A* r/ ^(Pd) . (Pt) XI*-9W(Ni) l|^fflL^■Cy*y-J^. IV-*. *nn*ftA, EtOAc XliiF 

SnCI^^©*M$fflU^^3!)^, ^IMtT^t MeOH X(4 THF ^(DS'&?SJi4'^;:a7!i3iJPiSlT-e/Wh* P 
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i^J^l-Ht-^^ (XX) ^(DRmii^mi-fi^iX^ 

5 



<0,N) 



2" ' Ja3 




(NO,),, 



*■ (H,N) 



(NOJ 



2"' B* 



1' ■! 



(XVII) 




(NH,)„, 



(NH,)., 




•6 0 

(XIX) 



fey. ml Xfim2Iil^— Xli^'ECoT 0 7bS5,m3li0;!iS4(O^g!l^*L,m1+m2+nj3^1 l?fe 

^^t-e-fSWb^ij^S^^.^felcilBm 4 S^.»*L<l*JRj;&(l)XI*(3)(c^i:fc^7cSE5lc 

fc*LMi.*Sl6li75><b^!fet-e<0J5J6^^JjJM(D7Jtf*tr'fb^!feit$;B^L|| 4 
i:-C^5cSiJ$ai*D-r -5 d i: led: y fT*p;h.S.^7cj|iJ(Z)^*n^Wlcgi L-C(*7$><b^!|a tyjl-T t 

^rh>XI* 1-tKP+i//fM*>V h'J7y'-Jl'^ffll^-C*«fcU^'(-tafl<J^j:^i: L-C.75Wb^!|^!l(XVI 1 1) tJ 

jtf* tv (XXI) e)7m75y<b^ti (XXI I) ^o^m'PirMt^^ (xvi i o is^^n^At-^^ 



(XXI 1 1) ^i^S L-C7JMf*75/^b^i|^(XXI l)^(Z)SfSj!)<^lf e.*LS 
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(XXIII) 

r9.r10_j1_ 



CONH-. c,.,o7Ji4fl', c,.,o7ii4/t-o- ai;±iB b ^a)M^»-eg^$;h.r 4. cfcl^AJ^**+v<ol¥*^t) 

^ THF. DMF, y ^PP;t$>. ^PP*U, 7^I^-^'JJ^X^i EtOAc ^©JSJSlC^jSttJjCjgjgfi^i. jg^MIC <fc y TEA 

ftSfi^J'EC^!! i: Ur. 75Wb^!Ba (XVI 1 1) tM** >SJ(XXIV) Xf*-e®SJiBttBI#**:i|)!)N t>. S L 

< itur^m. (XXVI) xi*-ea)S)Eti^«i*^*^ e»7$ h' it-^^ (xxv) ^ l < i*a**>75 h* -fb^!^ 
(XXVI i)^a)j5iS7b<^if &tt*o 
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?aXI*;WI'*>75 K i ^ THF, 7t^>. DMF. 7t ^-^^lJ^. •/ >nn;l». OMSO l?Sf&»c:i^Sl5t 

nmti^tjimt ur. l2 ^^•r-57ji4Mb^!ia(xxvi i o i:75Wb^^(xxix)*^e)*siBj<b 

^^aOOOO'v^TS/lbJSfBXttJlttilll L2 ^^•rS7JI4JMb^i|*i (XXXIV) tth'QtHb^itel (XXXI 1 1) 
A^ t»:$:^B^<b^ii^ (XXXV) 'v© 0-7Jl4MbSf&*<^(f t>:h.'i). 




(5$ 4" OIB^Ii JilT<7)ii y -C? & -So L2 : B(ri5 LI 7'/ S (N=N-) . L3 : iM.m (C I ) XltMm (Br) . 

n1.n3:|^|— Xli^JSroTOTIiM 1 ODlEia. 
n2:0 7iS4(D^i&, 

L ml +m2+n1 +n2+n3 ^ 1 ( felT i^^) ) . X l±. 
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(XXXIV) o^--^^^** ^"2 

(XXXIII) 

^■taW'Jc^J.l: LT. <b^!|^(xxxOj!)^t)<b^!|$!i(xxxii)'^<DJn7K^^^JSJS7!i«^if t);h.'5o' 

0 ^(0-COR*)„, R« ^ ^-^ 

(xxxi) (XXXII) 
75Wb^!|^<t ^<DSI$:Sifl$:a<D'{yy7t->ib^4^X(i'fmm-h^b^4^!li: ^ Tol . 7th 
Yyy7t-f^k^^(*, •e<Z)J^ii^-??fe^M**>MXI*-e©JK/SttSI#**:(^*07'rh*^) cfc k)m^<D 

|£f4SfS (J. March ADVANCED ORGANIC CHEMISTRY (John WILEY & SONS (1 992) ) Ic^-^^ d i: 

I:: J: y #e>*i^.'fyf*i/7t-Hb^!^l*^©llJ|4-efe€»7$Wb^!|«3. 7JI4JI'A7< h* . •/ 7'/ i-JAifiXli-fV 
«/7;K^^Jl^(7)JSlS(j.|||arch ADVANCED ORGANIC CHEMISTRY (John WILEY & SONS (1992)) 

# 

±lBiSr&cfc y YVy7+-h<b^!felXI*'{yf*->7t-Hb^tl^#. in situ 7?'>U7^bSlSX[ift')U7-fbJS 

f6i=«t L-ct L. <vm-Ht'^^^itmty7f-hit'^^^-s.mmLtzmz%7it5Lj$;^it 

f*')b7<bJgf&fr#t Lr 4. J:l^. 75Wb^#lt . mJi-Ht-^^^ltrntm-Ht-^i^Oit^ 
(Fieser and Fieser's Reagent for Organic Synthesis vol. 8 (Wiley) p. 96) Ir J: y ^fig^;h. 
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I^StflBrProtective Groups in Organic SyntFiesisCIS 3 Kfi) JIClp'^So 

c 

(XXXVI \)X\tfi^i7it-^^ (XXXVI 1 1) ^(0Rit'P7VMt^^ (XXXVI) t ur '/ it^<^ 

(XXX I X) 35l^ 7--/ Wb^!|^ (XXXX I ) ^(DSfS J5«^ If b *b » 

5 




ai S -NCN- n 
OCXXtX) 



^ fil d 



(XXXX) 



OOlXXI) 



^M-fbSP&l*, JSflI0::^5*t«fTt)tU^ (J. March ADVANCED ORGANIC CHEMISTRY (John WILEY 

& SONS (1992)).$?^ t < ltym:^9yJLlt'faaUU^(D&j:5>lz^^mif^i^'Pmaam^M.^m. 
(mcpba) . i§Mik7K0X(*f f??* Pf Jt7>t-')M* -JVft-h (TPAP) lla)^<b3^J#^Tl::fT*3;h.-So 

ttgWJEcCiJ t LT . w-f K -fb^iKs (XXXXI I) t MitMti^ ii>ut=.n^t-^^ axxxi 1 1) ^a>j5r5. 7;!^ 

3-Mb^^^!iA^t>7ji'T ty it-^m^<DRm'(>t' wmfi^jvit-^mti^hi n-nuy f u-zj^^ht >7s/ 





(XXXXI I) 



(XXXXI 1 1) 
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H,C Het, 




:^SSfeli7J^T•t^Mk^4afc■g)L^l±^r^Wb^!|&if■©SlSJk^l6g(DljWyK DiiiF ^(OSf&lc 
^jStt^Cjtj^t*' 0°c;!iMJiDigTSf&$i±'i) c i: iCcb y nt>ii^, ^M'JWJK li^tJC-T -SitJlitc-) 

Aig^;>K0Hbth>J')A^<Di^S J: yjS^a>:^^-Cfi£i$tL-3 (J.March ^.ADVANCED ORGANIC 
CHEMISTRY (John WILEY & SONS (1 992) )„ 

r^l— CHO II ^cH=CHr" 




(^ * . R'" tSJriXl^Xt^ l^iSl^b7K0^X^±^f D7'j-*1? o ) 

mfpm.^jbs.mmTXRf!5.ts-\t^ z t ic j: y tf -Soles'^ i= J: y ^^^^iSMJSS^^An l 

r ^> cfc < . ll/ti7-*>-7* 110)^*0 a&'SL>li Dean-Stark J^jtW^^sg^ LJKF5^4>3!i^6^* LtT =fe» 
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R 

i 1 



•'3 I + 

14 



0 — G1-107WrJl' 
4-0— CI-IOTW 
0 — Cl-107JMrJl' 



Me 



mm 5 



iJfencJSiittJ^STSSinST-eRtEd-frS C t IC J: y fft>^^ (Angew. Chem. Int. Ed.. 
37, 3388 (1 998) ) . SfSliM^** AX»i7JI'a* ^^^Sf&IC^^Stt'tC*' XUffl^Tff *>*L<S C t t^U 



02 



02 



a I o 





Lr/i N-.7'atx^j^W5h* , m.m, tBuOBr. AcOBr W^Jf t>;ft'5o MMlcj: y 77* t*xYy7*fn- 



MJjl'(AIBN)lp(3!> 



R 

I 



1^ " 




r^2 '1 4 

TV 

Br 




gfe(Djg^SiSlc#-r z t Ic cfc y gii^-r ^ z .t t T? ^ -5 
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Rex : ##^1 ; Ex : lim^J ; Str : liit^ ; Dat : !i^]e{b^fi«lt£4^ ; FA : FAB-MS (M+H) ^ MS 
FN:FAB-MS(M-H)-;EI:EI-MS;N1:NMR(DMS0-de,TMS f«9 SB ^ 2|l) 0) ^ ^ M t ' 6 ppm; N2: 
NMR (CDC I a. TMS rtaj:glp) (DnUt^f -if 6 ppm; Ph : 7i-JI' : Ite : >f Jl* ; d i Me : •>* m; Et : If ft; Pr : 7* Of 
Jl- ; i Pr : y7* a t* it ; i Bu : 77* f ; Pen : V >f Jl, ; cPr : y * 07* P t* A ; Ac : 7tf A ; C I : ^DP ; d i C I : */* ^OD ; CN : i/7 
y;F:7ft*P;diF:'/ 7Jl'*P;triF: hU7ft*P;N02:lhP;MeG:)lh+«>:diMeO:'>';ih*'>;Br:7*nf :diBr:->*7* P 
I ; CFa : h'j7fttP;lf ft ; AcO : ; MeOCO : ;l hti/ift** zft ; Boc : tert-7* h#'>ift** -ft ; NHj : 75/ ; PhCONH : a* > 
V* W?/ : EtCONH: ifftift*' -ft75/ ; EtjN : •/ if ft75/ ; TBS: tert-7' f ft-/ ;lf fty'Jft; b i Ph : f 7i-ft ; Naph : t 
7$U> ; Th i op : f t7i> ; Fu : 77> : Py : f 'Ji/* > ; I M : V* -ft ; Pyraz i : f 7/ > : P i pe : f a' > ; Pyrazo : 
t* 77* -ft : Py r i m : f 'j$i/* > : Py r r : f P-ft : Pyr ro I i : f P'J*/ > ; Mo : tft*'J> ; I soqu i n : <fy+/ "J> ; I so i nd : -f 7 
-fVh* 'J>:Thiaz:f7V*-ft;Tr: h'j7iift;Jfft:TEA: MJlfft75>:NMO:N-;lffttft*'J> *+*>h* ;TPAP:fh77*Pfft7 
-ftft- h ; Sa : MJQ^ ; HC I : ; Oxa I : i/a-J^ig ; MS4A ; t U+i7->-7* 4A 




4^ No 


R" 


R^ 


B 




R^ 


R* 


B 


la 


H 


Py-3-y 1 CH,NHCH, 


Ph 


7a 


Py-3-y 1 OHjNHCH, 


MeO 


Ph 


2a 


H 


MeOCOCH, 


Ph 


8a 


H 


Py-3-y 1 GH,NH 


3-H,N-Ph 


3a 


H 


Py-3-y 1 CH,NHCH, 


Ph 


9a 


H 


Py-3-y 1 CH,NH 


Py-3-y 1 


4a 


H 


MejNGOGH, 


Ph 


10a 


H 


4-0,N-PhC0NH 


3-H,N-Ph 


5a 


H 


4-AcNH-PhCH,NH 


Ph 


11a 


H 


Me[MeO(CH,) JNGH, 


Ph 


6a 


H 


MeCH (Ph) NH 


Ph 


12a 


MeO 


Py-3-y 1 GH,NHCH, 


Ph 
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^ No 


R2 




A 


B 


13a 


l.a-Thiaz-S-ylCHjNH 


H 


3, 5-d i F-Ph 


3-Me-Ph 


14a 


O2N 


CI 


3. 5-d i F-Ph 


3-Me-Ph 


15a 


H 


F 


Ph 


4-cPrNH-Ph 


16a 


MeO 


MeO 


3-HOOC-Ph 


Ph 


17a 


H 


H 


3. 5-d i FaC-Ph 


3-H,N-Ph 


18a 


4-F-PhCONH 


H 


Ph 


Ph 


19a 


4-F-PhCONH 


H 


Ph 


3, 5-d i F-Ph 


20a 


H 


H 


4-F-Ph 


4-F-Ph 




^ No 


A 


B 


No 


A 


B 


21a 


4-CI-Ph 


4-CI-Ph 


31a 


3-MeO-Ph 


3-MeO-Ph 


22a 


4-CN-Ph 


4-CN-Ph 


32a 


3-Br-Ph 


3-Br-Ph 


23a 


4-Me-Ph 


4-Me-Ph 


33a 


3-Me-Ph 


3-Me-Ph 


24a 


4-02N-Ph 


4-02N-Ph 


34a 


3-Et-Ph 


3-Et-Ph 


25a 


4-MeOCO-Ph 


4-MeOCO-Ph 


35a 


Ph 


3-F-Ph 


26a 


2-CI-Ph 


2-OI-Ph 


36a 


3-H2N-Ph 


3-H2N-Ph 


27a 


3-CI-Ph 


3-CI-Ph 


37a 


3-(Py-3-ylCH2C0NH)Ph 


3, 5-d i F-Ph 


28a 


4-Cl-CH2-Ph 


4-OI-CH2-Ph 


38a 


4-(Mo-4-ylCH2)Ph 


4-(Mo-4-y«CHa)Ph 


29a 


2-F-Ph 


2-F-Ph 


39a 


3-OH-Ph 


3-OH-Ph 


30a 


4-lllleO-Ph 


4-IKIeQ-Ph 


40a 


3, 5-d i F-Ph 


Py-3-ylCH2NHPh 
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Py-3-ylGHJ*IHCH, 
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4-p 1 -phCHoNH 
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2-02N-PhCH2NH 


AO'S 


4^XDUUuUNn ry^o y 1 Un2Nn 
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2, 5-a 1 MeO-PhCHpNH 
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2, 3-d I MeO-PnCHoNH 
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3, 4-a 1 F-PhCHpNH 


ooa 


Q 0 1 ^>1^C P Dt#~Q— 1« 1 PLI KIU 
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f\ A J * Tw r\\ 1 Lii 1 

2, 4-d 1 F-PhCHgNH 


o*ta 


4. o—d 1 Me ry— ^~y I uHpNH 
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Fu-2-y 1 CH^NH 


ooa 
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5-Me-Fu-2-y 1 CH9NH 
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oua 


0, 0 u 1 tin Me ry 4 y 1 Onprin 


1 AAm, 


3-PhCH20-PhCH2NH 


111 o 

o 1 a 
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r y~4— y 1 ~uuNn 


luia 


2-C I -4-F-PnCH2NH 


Dica 


Q— M^!i rV— PT\— DU PAWU 
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1 UZa 


2-C 1 — o-HO-PhCHaNH 


ooa 
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1 Uoa 
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0-0 1 — 4-MeO-PnCn2NH 
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1 U4a 


o-C 1 -o-OpN-PhCH^NH 
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lUoa 


>l /II c f\ ni_/Mi Kill 
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u Di iiiiiua^oLit^ oj r y u y 1 un2ivn 
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2.3-diH0-PhCH,NH 


67a 


3-CI-PhCH-iJH 
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2.4-diHO-PhC5H,NH 


68a 


3H3r-PhCH-MH 
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4. 5-diH0-PhCH,NH 


69a 


4-CI-PhCH^H 
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3-H0-4-Me0-PhCH,NH 


70a 


Naph-1-yl-CH,NH 


110a 


3-H0-5-0,N-PhCH,NH 


71a 


2-Me-PhCH,NH 


111a 


3-^H0-4-0,N-PhCH,NH 


72a 


3-Me-PhCH,NH 


112a 


2-H0-6-Me0-Ph(ai,NH 


73a 


4- i Pr-PhCH,NH 


113a 


4-Me0-PhCH,NH 


74a 


4-Et-PhCHJ^H 


114a 


2-EtO-PhCH,NH 


75a 


2-MeO-PhCHJ^H 


115a 


4-EtO-PhCH,NH 


76a 


4-MeO-Naph-1-y 1 -CHJ^H 


116a 


4-MeO-Naph-1 -y 1 -CH,NH 


77a 


4-MeO-3. 6-d i Me-PhCHJ^IH 


185a 


5-Me- 1 M-4-y 1 CH,NH 


78a 


3. 5-d i Br-6-H0-PhCH,NH 


186a 


IM-2-ylCH,NH 


79a 


2-CFa-PhCH,NH 


187a 


6-Me-Py-2-v 1 CH,NH 


80a 


3-Cl-PhCH,NH 
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W No 




R 


No 




D 
0 


117a 


H 


1 H- 1 M-4-y 1 


151a 


H 


5-MeO-Py-3-y 1 


118a 


H 


Fu-2-y 1 


152a 


H 


2-H2N-Th i az-4-y 1 


119a 


H 


3-PhNHCOPh 


153a 


H 


1-(4-F-PhCHp) IM"4-yl 


120a 


H 


3-H,N-5-FaC-Ph 


154a 


H 


2-Me-Th i az-4-y 1 


121a 


OpN 


3, 5-d i F-Ph 


155a 


H 


5-Me-Py-3-y I 


122a 




2-Me-Ph 


156a 


Py-3-y 1 CHpNH 


3-H2NPh 


123a 


OpN 


3~F3C-0-Ph 


157a 


H 


6-FaC-Py-3-y 1 


IZ4a 


UpN 


0 1 ou 


looa 


Py-3— y 1 CHpNH 


Py-3-y 1 


1 ^oa 




0, 4 a I IVI© rn 


J oya 


M 

rl 


1 ~me-Py r r o 1 —3-y 1 




n N 

1/2' * 


•r meif rn 


1 Dua 


LI 

n 


I , o 1 n 1 ad 1 azo 1 0^ i 






o-rj 1 -pu 

^ W 1 r 1 1 


1 vl 1 a 




o n^iM rn 


128a 


OoN 


. 2 5-diF-Ph 


162a 


H 


P\/y*97 i na—f^—\i 1 
1 yro^iiic yi 


129a 


O9N 


2-F3G-Ph 


163a 


H 


1 "Me—benzo 1 M~5~*\/ 1 


130a 


OpN 


3. 5-d i Me-Ph 


164a 


Py-3-y 1 CONH 


3-Me-Ph 


131a 


OpN 


2-F-Ph 


165a 


a-CI-PhSOjNH 


3-Me-Ph 


132a 


O2N 


3. 5-d i MeO-Ph 


166a 


4-AcNH-PhCH,NH 


3. 5-d i F-Ph 


133a 


O^N 


5-Br-Py-3-yl 


167a 


4-AcNH-PhCH2NH 


2-Me-Ph 


134a 


OpN 


3-Br-Ph 


168a 


4-AcNH-PhCH,NH 


4-FaC-O-Ph 


135a 


OpN 


3-Me-Ph 


169a 


4-AcNH-PhCHjNH 


3-FaC-O-Ph 


136a 


HpN 


3-F-Ph 


170a 


4-AcNH-PhCH2NH 


3-F3C-Ph 


137a 


H2N 


4-Me-Ph 


171a 


4-AcNH-PhCH2NH 


4-OI-Ph 


138a 


H2N 


4-F3C-0-Ph 


172a 


4-AcNH-PhCHJJH 


3, 4-d i Me-Ph 


139a 


H2N 


2-F3C-0-Ph 


173a 


4-AcNH-PhCH2NH 


4-MeO-Ph 


140a 


H2N 


4-GI-Ph 


174a 


4-AcNH-Pha<,NH 


3, 5-d i MeO-Ph 


141a 


HjN 


3-CI-Ph 


175a 


4-AcNH-PhOH,NH 


4-F,C-Ph 


142a 


H2N 


3. 4-d i Me-Ph 


176a 


3-C 1 -PhCHjNH 


4-F-Ph 


143a 


H2N 


4-MeO-Ph 


177a 


4-HO-PhCHjNH 


4-F-Ph 


144a 


H2N 


2-C 1 -Ph 


178a 


3-GN-PhCH,NH 


2-MeO-Ph 


145a 


H,N 


2-F9C-Ph 


179a 


3-CI-PhCH,NH 


2-MeO-Ph 


146a 


H2N 


2-F-Ph 


180a 


4-H00C-PhCH,NH 


2-MeO-Ph 


147a 


H2N 


3, 5-d i MeO-Ph 


181a 


4-H0-PhCH2NH 


3-Me-Ph 


148a 


HpN 


4-F,C-Ph 


182a 


2-C 1 -PhCH,NH 


3-Me-Ph 


149a 


H;,N 


3-Br-Ph 


183a 


3-Br-PhCH,NH 


Ph 


150a 


H 


5-Me-Py-3-y 1 


184a 


4-CI-PhCH,NH 


Ph 



fl 
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it-^^ No. 




B 


188a 


H 


3- {Me [MeO (CH,) N} Ph 


189a 


H 


2-H,N-CH,-Ph 


190a 


H 


2-(1-H00C-EtNH)Ph 


191a 


H 


3-HOOC-Ph 


192a 


Pipe-1-yl 


Ph 


193a 


H 


4-H,NC0-IM-1-yl 


194a 


PhNHCO-d i Me-C 


Ph 


195a 


3-CN-PhNHCOCH, 


Ph 


196a 


Py-4-y 1 0H,0C0CH, 


Ph 


197a 


H 


3-H,N-5-F-Ph 


198a 


3-F-PhCH,NHCH, 


Ph 


199a 


F 


4-cPr-NH-Ph 


200a 


Py-4-y 1 CONH 


Ph 


201a 


3-Me000PhCH,C0 


Ph 


202a 


6-FaC-Py-3-y 1 CH,NH 


3. 5-d i F-Ph 


203a 


4-tBu0C0NH-Py-3-y 1 CH,NH 


3,5-diF-Ph 


204a 


2-C 1 -Py-3-y 1 CH,NH 


3, 5-d i F-Ph 


205a 


4-H,N-Py-3-y 1 CH,NH 


3. 5-d i F-Ph 


206a 


6-Me-Py-2-y 1 CH,NH 


3. 5-d i F-Ph 


207a 


3-G 1 -4-FaC-Py-2-y 1 CH,NH 


3. 5-d i F-Ph 


208a 


4, 6-d i Me-Py-2-y 1 CH,NH 


3, 5-d i F-Ph 


209a 


5-CN-6-MeS-Py-2-y 1 CH,NH 


3, 5-d i F-Ph 


210a 


3. 6-d i C 1 -4-0H-Py-2-y 1 CH,NH 


3. 5-d 1 F-Ph 


211a 


Py-2-y 1 CH,NH 


3. 5-d i F-Ph 


212a 


Py-4-y 1 CH,NH 


3,5-diF-Ph 


213a 


2. 6-d i C 1 -Py-4-y I OH,NH 


3, 5-d i F-Ph 


214a 


3. 5-d i 0H-2-Me-Py-4-y 1 CH,NH 


3. 5-d i F-Ph 



8 



4^ No 


Str 


4^ No 


Str 


^ No 


Str 


215a 




217a 




219a 




216a 

• 


HOOC u 


218a 


' " s 


222a 




F 
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« 

^Xii^ti^/iig^SJcfcy^aJfe. -tf^5^>. t KP+*>::^Ptf;Hr;i>p— X. t Kp4^*>:;^p 

■B-i*Sil. ^SSIJ, i»KaO$^WL-Cl^-C*cfcl>o 

i^epts^ofcjf)(D;^it^jii. MMa>7Kttxi*i^7ma>j§ji6^, Mjssyxi*fL>ss»j$^w-r 

j§tt©it;lS^JXIiM®^ t L -CI*. 01J ^ P e Lx IJ a -^u, ;H U x 5^ u > ^ "j a -;ux 

^75<&-5o c 5 jjfiiafiitifeii*. $ t) \zmmM. mmA, siisij. a^t^. ^i-tfcSfl. 
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27 

m-^f^nm-^om-^. 1 Bou^Miit. ft^a^fr y 0.001 -loomg/kg. l < i* 0. i~ 

« 

30ing/kg,MI-*f*L<li0.1-'10ing/kg3&<ji^-eS>y, Z;|x^ 1 ^■^&^l^lt2 7bm4m::L^ 
ftrS^-r-SoSIMl^lS-^^^tS^^li. 1 B©S-^fi:(*.M^fcy$?J0.0001-10mg/kgjb«® 
^■^.1 0 1 lsl7^^M^tl&llllc^^ltrfe■^•r'i.o*f=.ig^Mj^JtLrld:.4*:S^fcy^Kl 0.001 ~ 

loomg/kg ^ 1 H 1 mjbmm^m:^'i^i-fx^^-r^oiSL^mitm.^.^it,m\m^m&Lx 

#%^J 1 

7lC^^bth'm(60« in oil)(360mg)<Z)«l*THF(10ml)a>^ffilll^;SlC.li#T7th7i/>(720mg) 

te J: 2-mfTr -jir-4-M** ym^n (i . 20g) <dis7K thf (i omi ) mWL ^iST L , 1 0 Jnii^sSE l 

: P^lf Jt=4 : 1 (v/v) ) ffSSS L "C , Itfei^S (3!) 1 - (Sr^fmr -ftr-A^U) -Z-7iZ»,r PA* >-1 . 3- 

'/txi. 3g. 88%) ^i#y=o JsiT. i^^iic Lr##^j 2-10 (D^b^!fel^^§fc. 

#%#fl 1 -e^i8;|^fc^b^4^(674mg)<ODMF(8ml)5§j^^lci^M*'m(1.14g)^i^^.^S■^? 1 ^ 
^ig4^L/-c.&j;&^lc-fiS1bi%fil(283ing)$tt]it,M^-C 2 fi#^i%^Lf=^. $&lc3>){b;(fJI' 

(0. 369nil) $AQ^. M^ai? 1. 5 B#^tt# Lfc.Sf&jj^lCTk^iOx.. l^MlfJP-eaai Lfc.ttaijS^^ 

l& (v/v) ; ^tJ : KMlf Jt=4 : 1 ) L X . ^^}A^m<J) 2- (f X^f A WT-Wf U» -1- (2-yf W7V* 

-*-4-'fA)-3-7i-A7' PA* >-1. 3-/*>(555mg, 64%) ^fifc. JJlT. I^lf lC Lr##0!l 12-23 0-fb-& 

24 

f b7*JI''/M**+->7JlT' tn. 34 g fc<*:i; 3->fJl.P^*->1. 53 g 100 ml ^(cMli* 

<DiSfb7>€iw$^jn L, iio*t;icT$ii 12 mmisimLtzo 
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28 

##^25 

l&^P7>l-7-^il/-iI'jtjS 60 ml ^(C 4-^PP-3--hP-N-(f'j'/>-3-'fiWf/l')A*>r>;Ut*>75h*2. .77 
27 

##<5I1 25 Xmi^iXtzit^^ 2. 49 g ^^tJl^^lf Jlr-I^Z-Jl- (1 : 1) 200 ml tfl^MJ^fiCD 
lijSe^MEgS-r^ZtlCcJ: y.3.4-v*75/-N-a*'Jy >-3-#;tfJl,)A'>t*>;U|,j|!>75K2.22 g ^# 
##^J 28 

4-75/-3--hD7i/-M. 72 g ^#t? DMF Mi^ 150 ml 4«ICi^ili'j')Al2. 8 g, tf77*fJI'7>t-')A 3->* 

h' 0. 56 g fc j:t; 3-{faamf w yi^mm. 5. 42 g ^jiisfe^ip tfc^, 6o°cicr $t) 1 . 5 mmna^ l 

t=.igiS:j§iiS$ii^£T^iliL,7K7K250ml tS Itt mSt^fUm 30 m\ t:^^, ^Ctz^&^m. 
m-nm-t^Zt (c J: y , 2--H3-4-(f Uy >-3HJt;'m)7-'J>7. 39 g HIT. LT. # 

#^ 35 60 (Dit^m^mzo 
29 

■ 

28 i^ittzit-^^ 3. 68 g $#t?i^^IfJH;t^/-Jt (1 : 1) JgJS 300 ml ifilc 10% A* 7 
•/ 0. 31 g ^^JD^, TK^r X#^T. ^SSBEJCTJ5E5$-tJ-fc.i5JS^. jlil^it^lc J: y 
l#e>^'53i?iS$MEe*-rS:ii:J~J: y . 4- (f U'/ >-3-#;i h+V) a* >t' >-1 . 2-/ 75>3. 23 g S# 

fc. JUT, Piiiic Lx0mm 30 <D<b^!^$#/i. 

31 

^'J7I-JH:■'j«/>-3-fJ^>fJ^*A*Z')A ^a'jri.95 g ^^mitm'jhieo% in 0100.26 g $#t?7KJ% 
Lfc DMF MjSjS40 ml iff^^JD^. 30 ^^MSti#$1±fcoRlSi§jiS^ 0°C*-CJ4rJ|l LT 4-^D 

p-3-r|.nA- >r 7itf* fcK 1. 04 g ^^x? Ic^iD^, 2 ^Fel^jaji^^-l^fc, SlJijSJS ^Mff Safe LT 
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29 

(2:1(v/v))jtaig|5J;y 3-[2-(4-^nP-3-rhD7i-Jl.)t*a]fUy*>0.86 g 
32 

(2-;tfJt-1H^*>y''f$r*/-Jt-5-'fjO;f$/-JK811mg)(D DMF (lOmL) |C tert-7* f Jtv WP'J 
r (904mg)fcJ;i;'f5$*y*-JK680nig)^*nK..^^-C 2 ^&1til*Lfc.S(£:jS^li$6L. tK^APx.. 

r JPJb^A^P^h^' 774- ?S : *OP*U : ;! V-Jl=1 0 : 1 (v/v) ) "C^igi-r d J: y , 5- (tert-7* f 
>fJl'->»jmj/>fJI')-2-;lf Jl^1H-A* >y* -f?^* y (1305mg. 94%) » 

33 

##fl?J 27 -e#e);h.fc<b^!lS3 2.2 g ^^i^±^J-m}^ 100 mi 4'i-*JH-ii^^hUif/i'3.2i g 

IS • -5) C i: ic J: y . 2-;'f JHI H-^* >V* V* -JIr-5-XJt*>M (t* 'ji/* >-3-'fWf Jt) 7S h* 1 . 94 g ^ 

0%m 37 

(1) V>WJWn'JK (32.5ml)$MaT Diglyine(63ml)4" 2-;lfJ|r-5-ZhDA*>yW5^*y*-JKl2. 5g)*Jcl; 
TEA (38. 8ml ) Oi^-^m^^T L tzo J5f&/B^ii^ ^ 1 0O^CC 1 B#F^Jt# L fc. -C/liiP L 

^M.wm 2-(1-^*>yVJI^1H-^--^DA*>yV5^*y•-/^-2-'^J^)-1-7I2J^t*::J^l;^f/^(29. 7g. 86%) 

(2) (1) -C?#t>;Kfc<b^!fe(29. 7g) ttlti'JXlS. 8g) $;lV-iK90ml) IC}gfi?L. 30^J-FBlin^il3iEL. 

Lfc^teig-r-S t X'iikn&m^^ 2-(i, 3-y* th*p-2H-5--hpv >y ^^r y* -jir-2-f'jT »-i-:7 

xzi^uoi^r >-1-*>(16. 7g. 84%) ^mtzoUkT. mBi^LX^^M 38-^54 RXf^^m 61~64 0) 

2-75/-4-*PPf 7y* -JI^5-*Ji.** 7JlT* t 10. 83 gS^t? 1 , 4->* m>it?^250 m I * IC4- (♦/ mji/) 
f U'/ >1 g^^Jn L. 60°C1?J!in;gT-/ -tert-7* Uv M** ^-h29 g^#t?1. 4-/*t1^>iS,^100 ml 



wo 02/02533 PCT/JP01/0S813 

30 

A;Uy^5>^ tert-^-9=-;UXX7^;H0. 73 g^^fco 
##lflj56 

VSISSET. p-;l I4i'7ira^^4. 364g. h'jX (y V >•/ ijf >7t h» •/ 1\' y/ >)A452tng. ^MtVjA 
10.561g.5-^nn-2--ha7-';>4505mg.y m>50nil©iB^ife(C. hyXt-7*fm7^>240ing©5/**+1^>}tjS 
lOml ^iin^. 2^FHl10^85''C-eJn^ Lfc„ma*-ej&}^ Lf=^. i'* IfiH-fJl-SOOml . ^no*JtA500m 1 1: 

*p^.^j§iK3$M*^.ii?iS^ji«SLT:. Bfi<Hk^!tei5-(4'-y h4^i/7i^;u)-2-=.hPT- 

##^?J57 

5-(4•-;l^+y7I-J^)-2--^^7-'j>2. 02g(Dil7XP^55ml^^jglcfi5lli^fifl)iaeS^^;TST Lf= 

^. 40'lC-e3^^20$J-it# LfcoMiS^X'J^ai Lfc^S'*lfJH-fJI'200ml $in^. WUi Lfct»3|£$2t 

|RLN-(4'--)< K4->-4-— hPe7x-;U-3— r;U)T-lr hT5 K596mg$|ff=o 

N-(4' -;tKy-4--^Pt* 7i-it-3-<Jl.)7th75h*500mg. itM6ml fcd:i;^«Stl»308mg<Z)jg^!^$100°C-e 

MEigiEiL.5-(4'-^ h^i':7x:=.;U)-2-^5^;UK>'/-< S^'^y— JU320mg $#fco 

2-;«f JlA* >V* y -*-5-**** . OOg. ♦/ 0llfUUi K 20inl 05i§jffi icMiST. th* P*->V y/ h'J7 
*/ -Jl'844mg. JI^3- (3* ;lW5/7* Pf Jt) M** y -fSh* ^^^1 . 21 g, 4-^ h+'>7i;WW5>1 . 33g$ 

(30:1(v/v))T?jttHL. 2->5=-;U-1 H -^^^-f 5 5^ V—^U- 5 -*;U7t?>^(4 h 
^i/:7 X —jVjf^ T 5 Kl . 27g (99%) ^#/=„ 



02/0i533 PCT/JP01/0S813 

31 

5-^nP-2-;lf JIA* >y 'f?$*y*-jK833mg) ^ Diglyme(4ml) L TEA(2.43ml) ^ADxfcoMlcV 

yr mmv (2. omi) ^mT Ltz'^. m ioo°c-C' 15 ^Fmiiniitii* u/coSf&?sic7K(o. imo ^jst 

*i^^a> 2-(5-<7 P □-1,3-i5t KP-2H-^>V'-1' 5^*7-;U-2— f 'J-r» -1. 3-^57 x^;U 

3-e;/^>(706fng, 38%) JUT. i^^ic Lxmnm 2-25, 119 ai; 126 oit-^ 

mmm 26 

37 ti^fiiicu-cxg(i)-csa#^ 2-(i-A*>ywjt-iH-A*>y*m*y*-/ir-2-'fji/)-i-7iz 

Jtf ZlX7Lfti> (26. 8g. 86%) X@ (2) "C 2- (1 , 3-V* t ^' n-2H-A* >y* y* -Sr-Z-m' » -1-7ilJH$V 
-1-*>(1 1 . 9g, 84%) ^#fco 

(3) 3. 5-V* 7JlrtnA* yr Umh' (1.67g) tf yy*>(8.5nil)<7)jE^!K3^. ±15(2) -C#e»tLfc'(b^?^ 

(1. Olg) ^{i^m-f-om^. 3 ^F^^jg/cTlii* Lfc. J5lS;g^4a/C7K^*BiL*oo*M/crttdi L 

fc.#e.:afc^^ji^7K. ia?q*a<b7>i-')A7kj§jS. ^fn^^TKfcTTKjJt. ti^KfiS^thuw-e^iig 
J: y , iiafei»5i?S(z> 3. 5-*/ nta^Msmm 2-[i- (3. 5-«/ ma^' yj' -rw-iH-A* >y <>r y -jt 

-2-fJt]-1-7ia't* 3 1X7* (1 . 45g. 65%) 

(4) (3) -e# e> *Vfc'(b^il& (931mg) t 3. 5-'>* 7J1'*0$ Jil^i^ (570mg) $ D i gl yme (2. Sml) (Zjg^ 

L. i75°c-e 20 ^i-^tii^Lfc.MS-e/^a) LfcsM^^iicTK^ jp^. mmx-mm l. wtn 

1-(3,5-v:7;b;!|-p :7i^;U)-2-(1.3-i;t KP-2H-K>y>f S^y— ;U-2— r 'J^»-3--7 

I - ;U i;^ p > -1. 3- 5; :^ > (603mg. B9%) ^ % tz o &iT . \z ^ l^mtl&m 27 — 

39. 117, 118, 120-125, 127'-166, 425, 431 Jktf 446 Oit-^^^^tzo 

mMM 35 ■C?|#6tlfc<b^!Ka(317mg). ^<ba#(IV) (30mg)&i;it^IfJK30ml)(Z);l^!|^^7K 
4M ^^b7K0-@t®^if JtJt;lK-C:5aa L. #fe|»^<© 1- (3-T 5 y x zi;u) -3- (3. S-i^ 7 JU;j- P 
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32 

X -Jl) -2- (1 , 3- t K □ -2H-^ > y < 5 ^ V/— ;U-2— r y 7= » :^ □ y ^ >-1 . 3- i^:!- >*§Mt§ 
(245ing. 76%) ^lifc. JsiT. l^<ilCfTl^lliK5^J41~43. 167-203. 411. 412&tJ:432®^b^i|^^^# 

Ilfi{&0li44 

IIJt5#!l 43 ■e#t)ttfc1b^!^(200ing)it"U5'*>(2ml)|C}§/®L.^mTrnt°*-JI^a'jr (58ing) 
* (204mg. 88%) <D 3' -[2- (1, 3-i^ t K P-2H-/0 V-T 5 ^ V'"— ;U-2->f 'J ^»-3-yt-^ V-3- 

7i^;u3^p/^y<;u] :^p/<>T-U K^#fcomT. i^^icff L^ll^£^ 45-78,204- 

237. 416-420. 430. 433. 440-442 S.U 449 a>^b^^^3^#fc. 
Ulitg^ 79 

^t^m 39 -elf t>:h.f='lb^iB3 (162rag) ^ DMF(IOml) lc?g® L. 4- (2-75/lf Jt) f >(M8mg) . ^ 
K*WA(591nig)3ti;3':?<b*'W(473mg) ^JHI^, Maicr 7 B*fe11t#LfcoSJSjl^!tJ!ll-i^MxfJl' 

0) 2- (1 . 3- t K p -2H-/< > v-r 5 y v"— ;u-2— r u » -i - 7 x ii;u-3- (3- { [ (2- e > 

-4--f ;UX-5^jU) TSy] y-^;U} yji—Jl,) 3^ny<>-1 , 3-i^5^>^S^ifi(417mg.51«) 

$#f=. HKT. mmizm^mmm so. 81 ^ti; 450 oit-^^^mtzo 
mt&m&2 

■ 

IIJ£0IJ 30 -e#e>^tfc^b^i^(343rng) ^I* /-JKSiti I ) ICj§ML. Ifl-^'iXO. 4nil) ^AO^. 2B#F^j!infS& 

MET®* Lfco b tifcJ^/^^vW Jl-AH^n^hr ^^-f-lc^t L. i^PoMAJgmgpd: y ||fe|»3fea) 

2- (1.3-i>t KP-2H-^>y-r5^V— ;U-2 r 'J-r»-1-(3-t KP+*>7x— ;u)- 

3- 3'xZL;u:?P/-?>-1.3-i?:i->(125[ng. 41%)^fif=„ 
ilit&i$IJ 83 
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^JiS^ 40 ■C-#t>^fc1b^!|^(450mg) >(30ml) ICj^^L. 4-*RM5r y*-il'(121rag) Sl^ 

(1 . 3-/ 1 h' P-2H-A- yr r 'jr » -3- {3- c (1 H-^sr r -ihA-um) ] 7* n/\* >- 

1. 3-/t>^|#fc, C*T,$ 4MiS^b7X^-@^^If/^^t;•S^^l^•C^^ili: L, 1-(3. 5- 

e^7;U:*-0-7x~;U)-2-(1,3-vt \^a-2H-^>'/^ Z'^9—J[^-2—( 'J5^»-3-{3- 

[(1H— f 5^v^— ;i — 4— r^uy-g^^u) Tsy] yjc-ji^} :^p/^i/-i.3-i5;i-> • ^SliS 

(159ing. 27%) ^fifco JilT. Pl^lCfTl^HJfi^J 395-396 (Dit^^^ntz, 
'Mm 84 

;Sfi«IJ 43 T?t# e);|xfr<b^!t^ (laOmg) (Dmitm:/mm (3mL) (C. f '^J^* >-3-7JI'f t^* (60mg) fc J: 

L.4M-Hci-@^^if*j§5ar'ii^f -5:: y 2-(i.3-i?t KP'Oy-r 5^fy-;i/-2-'r 'J 
7'»-i-7?x^;b-3-{3-(ey i?>-3— r;u^f^;u7 5>') y^c—M :^n/^>-i.3-i^^> ■ 

JfeSlJfi (1 86mg. 76%) ^#tco ISIT, H^tl:l^Tl^ll«§«>l 85-100. 238-393. 410. 413-415, 421- 
424, 426. 428, 429. 435-437. 439. jSlU 443-445 (Dit-^^^^tzo 

#<5»l11-C#i=)tlt=<b^!K3(512mg) ^l$/-JK6ml)|c5#^L. 1.2-7i-l/>/75>(237mg) ^JHJ 
X. 13^ra1Jln^^gi£ Ltzo JSfBjgj^^J^SP L. ±J«-r-5J$S SiilS L. >$/-AT-x5fe,W-5 C t Ic 
J:yilfet»*(t>2-(1,3-i5t KP-2H-'<>*/-f 5^1/— ;U-2— T 'J Tr»-i-(2-->t =f-}V=f-T 
;U- 4 --f JU)-3--7 X -;u:^ny^>-1. 3-i;3j-Xl71tng. 32%) IslT. ^^l-frt^H 

Jg«IJ102-1 1 1. |ISS^j3972it;398<0<b^!^^#/i:. 
^]%^J112 

(i)##«>Ji9T»#t>;Kfc1b^!fei*fflt\ IIJlS«yioi i:l^#|cLri-(5-A*>'>*m->f 'j->'>-3-#)- 
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3- (3, 5-/ lUaVizni) -2- (1 , 3-/ t y P-2H-A* >•/ -f 5* * V* -J|r-2-^'jT » 7* P^' >-1 . 3-/ 1> ^#fc„ 
(2) (1) -e#t)*Lfc^b^tl(121mg) ^I$/-JK6nil) IC^g? L. 7-/ (IBOmg) ^jtox.. JKM 

mm^T. 2mmm L<mn Ltzoim^^^ l. mm^rnKTmrnLx, msm^mrmu^ 

^7^^^'77'^-(^#tUiS;^PP*Jl'A: /^/-)1'=10: 1 (v/v)) -^?iffilgLfcoj§tBi|^$^PDiM'A->^^/-/^-^+^^>c); "J ^ 

LX. Mfe«SScoi-(3. 5-i?7;u:?|-p :7i-;W-2-(i. 3-i? t Kp-2H-^>y-r 5 ^)/— 

;U- 2 —f <; T^»-3-(5- 1 KP tf v^-S-f ;U) ^P/n°>-1. 3-v:<^> (eimg. 62%) 

Iiiii^iii3 

C 3 -y >'x=.;u) :>"p/0-i. 3-i?;*-X39mg. 27%) $#f=„ 

A* >y* Y/t^P'j (1. 68g) ^ MjaTDiglymeCSml) 2->* ;lf JI.A* >y* V* -* (0. 5g) 
TEA(1.21g)©;l^4^3^Jinx.f=oJ5JS;S^!|a^l20°CT?lNFF^. BI#^#150°Cl?6^F^tiJ^ 

fco c: 0 =t, (© ^ i^Miffl' J: y Bi^S u. 2- (1-^ 5^;u-iH-^ > i/-r 5 ^ V— ;u-2-'r ;u) -i . 3- 
:7x^;u:/p/^>-i,3-i?7l->(o. 8ig)$f#fc„OT. l^1$icfTi^llJl5Cflii5(©<b^i|^^#fc. 

(1) §ISS«!l3-^#&+tfc<b-&!i^!l(1.01g) tN-7*B«^>W5r (609ing) *fh7^nP;i$>(14ml) 

L. ^ii-r <5 c i: T?, 2- (1-7* Pf-5-yf Jt-i , 3-/ bK P-2H-V yj" V -Jt-2-fUf* »-l . 3-»/ 7lZ* 

7* P/\" >-1 . 3-y *>a)^'j-Afel»5|^^ (1 . 22g. 99%) $i#fco 

(2) (1) Xnh^fzit-^m(.WOmg> i:M^*'jW(153ing) t'/lfH-TSXO. llSml) SDMF(4ml) Icjg^ 
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(203mg, 48%) 

« 

-2— r 'J > ]-3- (3. 5- 37 ;u :?|- p X ;u) -3-:*- V ^ p tf ;j- — ;H -7 X =. ;u X X T- ;u 

(123mg) CDTHFjgj^ (5nil) iriMTK^^b:^ h 'J -i^ATKit^iS (0. 5ml) ^io^s 24^FHltiJ* L fco ISlD 

=20 : 1 (v/v) ) i^M L . N- [4- ( {2- [1 - (3. 5- i? 7 ;U:*- P ^ > y -f ;U) -2- (3- 1 K P ^ X X 
;U)-2-:?t-^ VX5=- 'J T>]-2. 3-i^ t KP-IH-^^V'-r 5 ^ V'—^U-S-^f ^UT 5 / ) ^ 5=-;U) :? 
X x;H T-tr 5 K (98mg. 86%) ^^if=o J*IT. l^ltlC L T llliS«lj438® <b^!|^!l^#fc„ 
399 

127 ■efi^;Kfc^b^#l 0. 23 g ^^fcl^y-Jl-igjiS 10 mi ^ -IS'C^-^J^a^L. 90%7K^ 
■CfflML. WU-^V-Jt (50:1 (v/v)) 5tai^aJJ:y. l-(3.5-i?7;U:»t-p:7x,XJU)-2-[5-(1-t 

K p 4^i/x5^;u) -1 . t K p-2H-^> y-f 5 ^y— 2 ->f g 7^>]-3-7 X =.j\^ya/i 

401 

^mCll 132 r-f# t>*tfcfb^i|a 0. 77 g ^^t?S^Mj§jS 40 ml f^^lZ \0%i\' j'/%mm 80 mg $ 

ir muizxnt^ $ -fr. jtii ^^BE® C t ic y . l - (3. 5-i? :? ;u;i- □ :? x x;u) -2- (5- 
t KP^i/-l,3-i^t KP-2H-K>y-f 5$rvr-;i — 2--r 'Jx»-3-:7xx;u:^P/^>- 
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1.3-ix:d->0.58 g ^#f=. 
402 

401 V^^Jtlfzit-$[^ 100 mg fcckUJ (3-^nP>fA) k* 'j'/ >tS^il 50 mg ^•^t?7'bh-h'J 

Jti^jS 4ini ic, ^^i'j-jAss mg ^ <i:Um^M(D3^itnm^m^X'^1ia L. eo-cicr 3. 5 mraiia 

m Ltzomn^m^m, isa<7>«ia*^ /^^i^^wt?ttw LmA<.mkir ^I'^izx^mts 

^i:f=Ji/^^y'j*rM7Amh^*77Y-(--CM©L, ^nojIiU-)' (200:1 (v/v))i§aiS|JJ: "-j 
mfe|g7&«:43 mg ;i;K^7th>2 ml tpizm^tS^Hm 16 mg ^^ftl LTJi^^. ^ i: 

tz^^^^JtSL-t^CtlZjzy) 1-(3.5-i/7;i.;j-p:7m;u)-2-[5-(e'J i/^-a-'T^U^ 
'»-1.3-i^t KP-2 H-'OV-f 5^f!/— ;U-2 — ( 'J -r >]-3--7 x~;b:/P/^>-l. 3- 

• i^o.'^mi^ 35 mg ^#fco 
Hfifl^J 403 

MMM 136 -?#ib;h.f='ib^!i^ 0. 13 g ^-^t^'/ ifUnmi^'M 5 mi tplz 80% mcpba 0. 14 g 
MlfJt-Mr*>(1 : 1 {\//v))m^miZXm^^it-r^ ^ it fCck y . 1-(3. 5-P7JU:?|-P ^ x:z;U) - 

3-:7x^;u-2-(5-:7xz:;u>^>A;u7hz:;u-i.3-ixt Kp-2 H-^>i/-r 5$fy— ;u 

- 2 — f U t'^) 3-v^> 94 mg ^#f=o 

llliS&0!l 404 

239 -ett^^fc-ib^^ 145 mg ^#t?^an**AJ#,^ 3 ml ^7K?p L. 80% mcpba 80 mg ^ 
!fanr7l'(-izxm^L.mUk-H/-^ (100:1(v/v));§aigpj:y 1-(3.5-i?7;U:i-P7x=. 

;u) -3-:7xil;u-2-{5-[(i -;i-4^«> Kt°'j v>-3— r;u-?<^;ix) T5y]-i.3-vtK 

P-2H-^>y-<5^V''— ;U-2-^Ux>} :^P/^>-1.3-i?:?)-:/92 mg^fffco 
'MM 405 

llfijjy 131 ■elie):h.fcib^!|^(62mg)0 THF/7K=1/1 5§7S(4ml) ICi^M(2ml) $*nx., 4 
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=20 : 1 (v/v) ) i;m^-t C «!: J: y , 1- (3, 5- V 7 M P 7 x :^;U) -2- (5- 1 K P ^ ^ 
l.a-i^t KP-2H-'0V^ 5^7— ;U-2— r 'JTr»-3-7i— <;U^P/1>-1.3Ti?;i-i/(43nig. 
89%) ^mtzo 
mt&m 406 

mmm 393 -e#e);|xfc^b^ti 0. 30 g t:-^tii9J~m}& e mi 4^icM<ba^"o. 03 g ^^Jta^. 

^ CtzB^ M^A^P? * 77^- (Jgdi ; ^DD*U : ;l$/-/t=1 QQ : 3 (v/v) ) -p^SIf ^ ^ t IC J: 
y . 2- {5- [ (1 H-^ > y -r 5 ^'^ y-JU- 5 --f 5^;U) T 5 / ] -1 , 3- t K P ^ > V'^-f 5 ^ 
-2— r y-r»-1-(3.5-i?3';U:^-0-7i-;U)-3-:7x^;U-:»'P/^>-1.3-i?:4->(24 mg 12%)$ 

IISiS^407 

HfiS^J 196 T'#t)tlfc'(k^!Ka 160 mg $#t?7th-h'Jil'5t?S 5ml 4'lC'fVfty7>^7i;jl.60 mg ^jS 

^ Z i IC cfc y . 1 - {2- [1 - (3, 5- V :7 P V^-r JU) -2-:^- V - 2 - -7 X :::i;U3i5^ 'J x >] - 
2,3-$?t KP-IH-^Oy-r f;U}-3-7xz:;U5:-:j-H7b7'0.19 g $#fc. 

Hi&^J 408 

-3f >SJ^B'j mmi^ (356rog) <Z)7tF::Hi*J§^gE (10ml) JctHI-JA?'/ (325mg) efe t/FyiW^V 
(0. 836ml) $3!in^,7k5%T 1.5 BtF^it^ Lf=.*$J!nix. y if/ti-fJI'-eatti L, SS7K?JS^7^* ♦i'-JA 

t?fejSLfc.*«i®$MffiTT?;iiiL. ^i■64^fc^Mlr^;n>(10ml) $j!iD^. 1 mmmmmm. l 

fc^a^-e^SP L. SlJfi^JIJ 196 -^miiiicitzit-^m (255mg) a>7th::MJJl'Sj£(5rol) ^iD^, 

P*JI'i:>*;-JI'=10:1(v/v)) -ei^ia L. H^S (*Pn*M:/$/-il':^**»f -SC y . 1-{2-[1- 

(3, 5-i;-7;U:*-P^>y'r ;U)-2-:it-^ V-2--7 x:z;U3:^ "J 7*>]-2. 3-$; t Kp-1H-K> ^-f 
5 -3- tf y 1^-3— ( )\^'^ UT (108mg. 42%) $?#fr. 

iim409 

HJilS^ 405 ■e#e>;h.fc'(k^tl(174mg)0)y W>>jt?S(5ml)IC NMO(IOOmg) feJilJC MS4A 
K.. MST: 10 ^j-Jii*^ Lf=. $ t, IC TRAP (8mg) ^^JIlK., m^^X 30 Lfco J5LlS?S$>>'jAy' iti^A 

')mv>j' 77^-(ttttSjS:^nB*M:/v-it=40: 1 (v/v)) t'IgM-r'S tJC J; y . 2-[1-(3. 5-5J3?;u:ii- P 
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N-{2-[i -^vy-f^u-a-o, 5-i?7;u:4-p:7x^;u)-2-5!-Jpvx^'j7*>] 

-2, 3-i5t KP-1 H-/<>V^-f 5^V^— ;U-5->rJU}-4-^5=-;U^>yx;U7h>T 
5 K 3 7 6 m g . y* !fDD/^>40ml. >jy-JHOml fi!>j#^tM^ST2M^'J>f;^y'j/^y* 7'/ ;l»a>^+*>j§;"S 

1.0ml ^JP^, JSP&?S^Mia(rri5B#rBlti#Ufc.}SilSE$MIETfS*LT#t.*vfcJS/^$->«m* 
JI'*5A^P7hr77<-l-'ftU^na*Jl'A-C}§aiL. N-{2-[1 -^>l/<;u-2-(3, 5-i>yj\yf 

p:7x=.;u)-2-:i-^^pvx^ij-r>]-2, 3-i?t Kp-1 H-'O^Z-f s^V"— ;u- 5 

X5^;U-^:^-9->/|xe>^^S L. 181mg(47%) 
||j||{g^434 

2-(5-75y-1 , 3-i5t: KP-2H-'<>y-r S^'^V'— ;i/-2— r 'Jir» -1 - 
(3, S—iy-pjU7t-a-yj^—Jl>)-3--P2i—;i^Zfn/<>-A, 3-i?:i->4 0 Omg. X^i 

(100:1 (v/v))T?}§ttiL. 1 -(3, 5 -S?:7;u:i-p x~JU) -2-[5-y^;i/75y-i , 
3-i?t Kp-2 H-/<>y-f 5 5''y-;u-2— f ';7^>] -3-:7i^;u:/p/^>- 1 , 

3 - ix:*- > 1 63mg (48%) ^%fzo 
Ilifi«lj447 

2- [5- (4-7" 5 -/ ^ > i? 5 y ) -1 , 3-i5 1 K P - 2 H - ^ > y-f 5 ^ — ;U-2-'r 'J 7* >] - 

i-(3.5— :^:7;u:4-P7x^>u)-3-(3-^^;i/:7x^;u) :;fp/^>-i.3-i^^> o.28 gtecfc izba's 
<b2-^nn-i-;tf jtf "j-/ r-)Ao. 17 g$#tT'>* ^na;iJ>j§jS4i|cN. N-/ -fy?" nt* jnws^o. 23 mi J; 

N. N'-(y*-tert-7' h^yM** f t-jUJO. 18 g^lliJfe^jD^. JKl2B^^Sti**^?1±fc.SfSjS$jS 
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mr mkfmr v-j^-izxmm l. p^if ci : 2 cv/v) ) ^msn^ y n. n'- i^^-ten-z^ h + 

i/ * ;i/7K^ ;u) -N»- [4- ( {2- [1 - (3, 5- ^ p ^ > V ;u) -2-;j-^ V -2- (3- > 5^ ;u ;7 1 — 

iSI&0ll448 

;lfi«IJ4471?^|P>;fxfc1t^#l0.3 g^^t?rax^;U^;'^3 ml 43|C4M^^^:&itMx5=-;UJt 

•/£ 3 ml ^mSt Lmz. 5^^m^^m,w ufc^. ^ cfcafeisa^sisi-r -5 c t ic j: y n-[4-( {2- 

[1-(3. 5-i;-7;i/:f P^>V''-l';U)-2-:^^V-2-(3-^ ^^^U^^ x^;U) X I— (Z)-^ 'J 7^>]-2. 3- 



B 



Rex 


A 


B 


DAT 


1 


Ph 


2-Me-1,3-Thiaz-4-yl 


FA: 246 


2 


Ph 


3-Mo-1-yl (CHp) ,0 


FA: 354 


3 


Ph 


3-Me,N-Ph 


FA: 268 


4 


Ph 


Me (PhCH J NGH, 


FA: 358 


5 


Py-3-y! 


3. 5-diF-Ph 


FA: 262 


6 


Ph 


3. 5-diF-Ph 


FA: 261 


7 


S-PhCH^O-Py-S-y 1 


3, 5-diF-Ph 


FA: 368 


8 


5-Me-Py-3-y 1 


3.5-diF-Ph 


FA: 276 


9 


1 -Me-benzo 1 M-5-y 1 


3, 5-diF-Ph 


FA:315 


10 


6-Me-Py-3-y 1 


3. 5-d i F-Ph 


FA: 276 



10 

MeS 



MeS ^ — 



A 
B 



Rex 


A 


B 


DAT 
(FA:) 


Rex 


A 


B 


DAT 

(FA:) 


11 


Ph 


2-Me-1. 3-Thiaz-4-yl 


350 


17 


Py-3-yl 


3,5-diF-Ph 


366 


12 


Ph 


Py-4-y 1 


330 


18 


Ph 


3.5-diF-Ph 


261 


13 


Ph 


Py-3-y 1 


330 


19 


5-PhCH,0-Py-3-y 1 


3. 5-cliF-Ph 


368 


14 


Ph 


3-Mo-1-yl (CH,),0 


458 


20 


5-Me-Py-3-y 1 


3, 5-d i F-Ph 


380 


15 


Ph 


3-MepM-Ph 


371 


21 


1 -Me-benzo 1 M-5-y 1 


3, 5-d i F-Ph 


419 


16 


Ph 


Me (PhCH,) NCH, 


462 


22 


6-Me-Py-3-y 1 


3. 5-d i F-Ph 


380 



i 
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11 



Rex 


Str 


DAT 


Rex 


Str 


DAT 


23 


o4-<:: 

0 


FA:251 


55 




FA: 263 


24 


J* /=CH— U CHO 


El:263 




^12 









Rex 


R^ 


R» 


R"- 


DAT 


Rex 


R^ 


R" 




DAT 


25 


Py-S-ylCHjNHSOj 


NO^ 




FA: 309 


30 


Py-3-y 1 (CH,) , 






FA:214 


26 


Py-3-ylCH=CH 


NO, 




FA: 242 


31 


Py-3-y I CH=CH 


NO;, 


01 


FA: 261 


27 


Py-S-ylCH^MHSO, 


NH^ 


NH;, 


FA: 279 


56 


4-MeO-Ph 


NO, 


NH2 


FN: 243 


28 


Py-3-ylCHjO 


NO2 


NHj 


FA: 246 


57 


4-MeO-Ph 


NO, 


NHAc 


FN: 285 


29 


Py-S-ylCHjO 


NHj 


NH2 


FA: 21 6 














S13 


H 








• 
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R* 


DAT 
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R* 


DAT 




32 


TBS- 


OCHp 


FA: 


277 


36 


Py-3-y 1 (GH,) , 


FA:, 


238 




33 


Py-3-y 1 CH^NHSO, ' 


FA: 


303 


58 


4-MeD-Ph 


FA: 239 




34 


Py-3-y 1 CH,0 


FA: 240 


59 


4-MeO-Ph (Me) NOO 


FA: 296 




35 


4-0,N-PhCH,0 


FA: 


284 


60 


PhCH,0-GO 


FA: 267 
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0 H C 0 
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R» 
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R2 


R" 
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3/ 


0,N 


H 


Ph 
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48 
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H 


Ph 
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38 
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H 
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312 


49 
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H 


Ph 


267 


39 


0,N 


H 
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312 


50- 
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H 


Ph 


381 


40 


0,N 


H 


2-0 1 -Ph 


316 


51 


Py-3-y 1 CH,NHSO, 


H 


Ph 


407 


41 


0,N 


H 


2, 3-d i MeO-Ph 


342 


52 


Py-3-y 1 CH,0 


H 


3. 5-d i F-Ph 


380 


42 


0,N 


H 


Thiop-2-yl 


286 


53 


4-0,N-PhCH,0 


H 


3. 5-diF-Ph 


424 


43 


0,N 


H 


3.5-diF-Ph 


318 


54 


Py-3-y 1 (OH,) , 


H 


3, 5-diF-Ph 


378 


44 


OpN 


CI 


3, 5-diF-Ph 


352 


61 


4-MeO-Ph 


H 


3-Me-Ph 


357 


45 


H 


H 


3. 5-diF-Ph 


273 


62 


0,N 


H 


3-Me-Ph 


296 


46 


Ac 


H 


Ph 


279 


63 


4-MeO-Ph (Me) NOG 


H 


3. 5-diF-Ph 


436 


47 


PhCH,0 


H 


Ph 


343 


64 


PhCH,0-CO 


H 


3, 5-diF-Ph 


407 
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Ph 
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H 


H 


3-r-Pn 
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H 
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6 


H 


H 
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.7 
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H 
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14 


F 


H 


Ph 


Ph 




FA: 359 


lb 


H 


H 


3-CN-Ph 


3-GN-Ph 




FA: 391 


16 


H 


H 




3-(PhC0;Ph 




FA: 549 


1/ 


H 


H 


3-AcO-Ph 


3-AcO-Ph 




FA: 457 


la 


H 


H 


4-iPr-Ph 


4- i Pr-Ph 




N1 : 1 . 03 (d, 6H, J=9) . 2. 68 (m, IH) , 
13. 1l(m,2H) 


Id 


F 


H 


3-Me-Ph 






FA:387.N1:i. 11(6H. s),6. 17- 
7. 1 8 (9H, trO . 7. 50-7. 73 (2H. m) . 
13. 14-13. 19(2H.irO 


20 


MeO 


H 


3-Me-Ph 


3-Me-Ph 




FA: 399 


21 


H 


H 


3. 5-diF-Ph 


3, S-diP-Ph 




FA: 413 


1/3 




01 


3, 5-diT-Ph 


3-Me-Ph 




FA: 440 


429 


4-AcNH-PhcH2NH 


CI 


3.5-diF-Ph 


3-Me-Ph 




FA: 587 



^16 




EX 




A 


B 


Sa 


OAT 


22 


PhCOGHaOCO 


Ph 


Ph 




FA: 503 


23 


PhCO 


Ph 


Ph 




FA: 445 


26 


H 


Ph 


3. 5-d i F-Ph 




FA: 377, N1 :7. 30-7. 34 (4H. m) , 7. 74-7. 76(2H, nO, 
13. 15(2H.s) 


27 


H 


3-Me-Ph 


Ph 




FA: 355. N1 :2. 10 (3H, s), 7. 72-7. 74(2H, m). 
13. 11(2H. s) 


28 


H 


a-OjN-Ph 


Ph 




FA: 386. N1 : 7. 74-7. 79 (3H, nO . 7. 93-7. 98 (2H. m) , 
13.20(2H. s) 


29 


H 


Ph 


3, 5-d i Me-Ph 




FA : 369, N1 : 2. 07 (6H, s) . 6. 68 (1 H, s) . 1 3. 1 1 
(2H, s) 


30 


H 


Ph 


3-AcO-Ph 




FA: 399 


31 


H 


Ph 


3-Br-Ph 




FA: 41 9. N1 : 6. 99-7. 03 (1H, m) , 7. 73-7, 75 (2H, m) . 
13.12 (2H. s) 


32 


H 


Ph 


2.6-diF-Ph 




FA: 377 



wo 02/02533 
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42 



S17 




EX 




A 


B 


Sa 


DAT 


33 


H 


Ph 


3- (MeOCO) Ph 


— 


FA: 399 


34 


MeOCO 


Ph 


Ph 




FA: 399 


35 


H 


3. 4-d i F-Ph 


S-OjN-Ph 




FA: 422. N2:6. 46-6. 56 (1H. 
m) , 6. 83-6. 93 (2H, m) . 7. 30- 
7. 60(5H,m),7.72-7. 87 (1H, 

nO. 7. 98-8. 22 (2H, m) , 12.79 
(2H, s) 


OD 


H 


Ph 


3, 5-diOJ-Ph 




FA : 342, N1 : 7. 28-7. 33 (5H, m) , 
7. 74-7. 77 (2H. m), 13. 15 (2H, 
sj 


o / 




o, O a 1 r rn 


DU 

rh 




rA: 4ZZ 


Oo 


n 


o, 0~a 1 r~rn 


1 h 1 op— 2"y 1 




FA : 383 


oy 


n 


o 1 On2^ rn 


Ph 




ETA • oon 

FA : oo9 




u 
n 




0. 0— d 1 p— Ph 




FA: 392, Nl : 0. 90-7. 24 (9H, 

ml 7 71—7 Id (oil lO -lil 

v^n, s) 


41 


H 


3-HoN-4-Me-Ph 


3. 5-d i F-Ph 


HOI 


FA: 406 






DU 

rn 


DU 

rn 




rA: oOO 


43 


H 


3-H,N-Ph 


Ph 




FA: 356 


44 


H 


Ph 


3- (EtCONH) Ph 




FA: 412 


45 


H 


3- (MeCONH) Ph 


3- (MeCONH) Ph 




FA: 455 




rnvUrin 


rn 


Din 

rn 




r A : 4oU 


4/ 


H 


Ph 


3-{Ph(CH,)4C0NH}Ph 




FA: 516 


48 


H 


3-(Pir^ylCH,a»MPh 


3. 5-d i F-Ph 


HOI 


FA: 511 


49 


H 


3. 5-d i F-Ph 


3- (Et,NCH,CONH) Ph 


HOI 


FA: 505 


bU 


EtCONH 


Ph 


Ph 




FA: 412 


bl 


PhCH,CONH 


Ph 


Ph 




FA: 474 


52 


H 


3. 5-d i F-Ph 


3-lEt,N(aij)jO0IH)Ph 


HCl 


FA: 519 


79 


H 


Ph 


3-tPsH-yl (CH) pNHCH,] Ph 


HCI 


FA: 475 


80 


H 


4-CICH,-Ph 


4- (Mo-4-y 1 CH,) Ph 




FA: 488 


81 


H 


3-tEt,N(CH,),l Ph 


3- iEt,N (CH,) ,1 Ph 




FA: 511 


82 


H 


Ph 


3-HO-Ph 




FA:357,Nl:6.45-6.48(1H.ni). 
9.22(1H.s). 13.04 (2H. s) 


83 


H 


UMnrlCHaWI-Ph 


3. 5-d i F-Ph 


HOI 


FA: 472. Ml: 4 28 (2H, s),6. 43- 
7.02(7H.m).7.25-.80(5H.m). 
9.06(1H.s). 13.09(2H,s), 
14.3-14.8 (2H. m) 



wo 02/02533 
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18 




EX 




A 


B 


Sa 


DAT 


84 


H 


Ph 


Py-3-yICH,NHPh 


HCI 


FA: 447 


85 


H 


Ph 


3-(4-AoNHPhOH,NH)Ph 




FA: 503 


86 


H 


3- (PrNH) Ph 


3, 5-d i F-Ph 


HCI 


FA:434,N1:0.93(3H,t). 
1.45-1.65 (2H,m), 3.01 
(2H, t) , 6. 90-7. 37 (9H. 
m) . 7. 70-7. 80 (2H, m) , 
13.13 (2H. s) 


ol 


ry o y 1 UHoNrl 


Pn 


Ph 




FA: 447, Nl :4. 32 (m, 2H), 
0. 4U-0. o3 von, mj , b. ay- 
7 43 n 9H 7 7ft-ft fid 

(3H. m), 12.79 (2H m) 


88 


H 


3. 5-d i F-Ph 


3- (Ph CCH,) ,NH) Ph 


HCI 


FA:510 


89 


4-.(AcNH) PhGHJ»IH 


Ph 


Ph 




FA: 503 


90 


H 


3,5-diF-Ph 


3-(MeO(CH2)2NH) Ph 


HCI 


FA:450.N1:3.13-3.25 
(2H, m) , 3. 30 (3H, s) . 3. 42 
-3. 50(2H,m),6. 65-7. 05 
(7H,ni).7.25-7.37(2H, 
m) . 7. 66-7. 78 (2H. m) , 
13.02-13.18 (2H.m) 


in 
1 i / 


n 


0, 4, 0, "-tr 1 F— Ph 


3-0i)N-Ph 




FA : 440 


1 1ft 


u 

n 


0, o—Q 1 1 — rn 


Napn— ^—y 1 






1 1Q 

1 1 iJ 


u 
n 


Denzo LDj 1 n 1 op^ y 1 


oenzo LDJ l n 1 op^ y 1 




rA: 40o 




1-1 
n 


0, 0 u 1 r rn 


4~0 1 "o""NU2 rh 




r A : 400 


1 C 1 


u 
n 


0,0 air rn 






r A : 4oo 


1 99 


n 


0, 0 u 1 r Kn 


oenzo LDJ I n i op-z-y l 




FA : 433 


19*? 

f /LO 


n 


Of 0 air r^n 


4— ON rn 




rA . 4U^ 


124 


H 


3, 5-d i F"Ph 


3-0oN-4-Me0-Ph 




FA • 452 


125 


H 


3.5-ciiF-Ph 


5-02N-Fu-2-y 1 




FA:412 


126 


PhCO-OCHi 


Ph 


Ph 




FA : 475 


127 


Ac 


3. 5-d i F-Ph 


Ph 




FA:419 


128 


3-0aN-PhCH,NH 


3, 5-d i F-Ph 


Ph 




FA : 527 


129 


0,N 


3, 5-d i F-Ph 


3-Me-Ph 




FA: 436 


130 


3-0,N-PhC0NH 


3, 5-d 1 F-Ph 


Ph 




FA: 541 


131 


TBS-OGH2 


3, 5-d i F-Ph 


Ph 




FA: 521 


132 


PhCHjO 


3, 5-d i F-Ph 


Ph 




FA : 483 


133 


O2N 


3, 5-d i F-Ph 


S-OsM-Ph 




FA: 467 


134 


OjN 


3. 5-d i F-Ph 


3-F-Ph 




FA: 440 


135 


0,N 


3. 5-d i F-Ph 


3-02N-4-Me-Ph 




FA: 481 


136 


PhCHgS 


3, 5-d i F-Ph 


Ph 




FA : 498 


137 


Py-3-ylCHJ<HS0, 


3. 5-d i F-Ph 


Ph 




FA : 547 


138 


0,N 


3, 5-d i F-Ph 


4-Me-Ph 




FA: 436 



wo 02/02533 
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EX 1 


A 


B 


Sa 


DAT 


139 


0,N 


3. 5-d i F-Ph 


4-FaO-O-Ph 




FA: 506 


140 


OoN 


3, 5-cliF-Ph 


3-F3C-Ph 




FA : 490 


141 


OoN 


3, 5-d i F-Ph 


a-FaC-O-Ph 




FA: 505 


142 


O2N 


3, 5-d i F-Ph 


4-OI-Ph 


— 


FA:456 


143 


OoN 


3. 5-d i F-Ph 


4-F-Ph 


— 


FA:440 


144 


02N 


3, 5-d i F-Ph 


2, 3-'d i Me-Ph 


— 


FA:450 


145 


OoN 


3, 5-d i F-Ph 


3-MeO-Ph 


— 


FA : 452 


146 


Py-3-y 1 CHpO 


3. 5-d i F-Ph 


2, 3-d i Me-Ph 





FA:512 


147 


Py-3-y 1 CHoO 


3. 5-d i F-Ph 


3-Me-Ph 




FA : 498 


148 


OoN 


3. 5-d i F-Ph 


2-MeO-Ph 




FA:452 


149 


OoN 


3, 5-d i F-Ph 


6-CH^y-3-y 1 




FA:457 


150 


OoN 

WOl » 


3, 5-d i F-Ph 


3-CN-Ph 




FA : 447 


151 




3. 5-d i F-Ph 


Naoh— 1 — V 1 




FA : 472 






3, 5-d i F-Ph 


4-CN-Ph 

1 ^ III 


_ 


FA * 447 


153 


OoN 


3, 5-d i F-Ph 


3. 4-d i F-Ph 


^^^^ 


FA • 458 


154 


OoN 

vol » 


3. 5-d i F-Ph 


4-FoC-Ph 


_ 


FA • 490 


155 


02N 


3. 5-d i F-Ph 


3-AcO-Ph 




FA • 480 


156 




3, 5-d i F-Ph 


Th i op-2-y 1 




FA : 428 


157 


O2N 


3. 5-d i F-Ph 


2, 3-d i MeO-Ph 




FA: 482 


158 


O2N 


3-Me-Ph 


3-Me-Ph 




FA: 414 


160 


O2N 


3. 5-d i F-Ph 


3-AoO-2-Me-Ph 




FA: 494 


161 


4-0sW-PhCH2NH 


3. 5-d i F-Ph 


3-Me-Ph 




FA: 541 


162 


0,N 


4-F-Ph 


3-Me-Ph 




FA:418 


163 


OsN 


2-MeO-Ph 


3-Me-Ph 




FA: 430 


164 


O2N 


2,3-dill/le-Ph 


3-Me-Ph 




FA : 428 


165 


Py-3-y 1 (CHs) 2 


3. 5-d i F-Ph 


3-Me-Ph 




FA : 496 


166 


4-02N-PhCH20 


3. 5-d i F-Ph 


3-Me-Ph 




FA: 541 


167 


H 


3. 4. 5. -tr i F-Ph 


3-H,N-Ph 


HCI 


FA:410 


168 


H 


3, 5-d i F-Ph 


3-H2N-2-Me-Ph 


HOI 


FA : 406 


169 


H 


3, 5-d i F-Ph 


3-H2N-4-C 1 -Ph 




FA : 426 


170 


H 


3. 5-d i F-Ph 


3-H2N-4-MeO-Ph 




FA: 422 


171 


H 


3. 5-d i F-Ph 


5-H2N-Fu-2-y 1 




FA: 382 



wo 02/02533 



PCT/JPOl/05813 



20 




EX 




A 


B 


Sa 


DAT 


159 


4-02N-PhCH2NH 


3. 5-d i F-Ph 


2,3-diMe-Ph 




FA: 655 


172 


S-HiN-PhCONH 


3,5-diF-Ph 


Ph 




FA:511 


174 


3-H^-PhCH,NH 


3, 5-d i F-Ph 


Ph 




FA: 497 


175 


HzN 


3, 5-d i F-Ph 


3, 5-d i F-Ph 




FA: 428 


176 


H2N 


3. 5-d i F-Ph 


3-H2N-4-Me-Ph 




FA: 421 


177 


H2N 


3. 5-d i F-Ph 


3-H2N-Ph 




FA : 407 


178 


H2N 


3. 5-d i F-Ph 


2-Me-Ph 




FA: 406 


179 


H^N 


3, 5-d i F-Ph 


3-FaC-O-Ph 





FA: 476 


180 


H^N 


3. 5-d i F-Ph 


3-F,0-Ph 





FA: 460 


181 


HaN 


3. 5-d i F-Ph 


4-F-Ph 





FA:410 


182 


H2N 


3,5-diF-Ph 


2,3-diMe-Ph 





FA: 420 


183 




3 5-d i F-Ph 

vf 1 w u II 111 


3-MeO-Ph 




FA • 499 


184 


H2N 


3 5-d i F-Ph 


2-l«leO-Ph 




FA -422 


185 




3 5-d i F-Ph 


2, 5-d i F-Ph 




FA - 428 


186 




3 5-d i F-Ph 


6-CN-Py-3-yl 




FA • 427 


187 


1 tot * 


3 5-d i F-Ph 

w f \J U i 1 III 


3,5-diMe-Ph 




FA • 420 


188 




3 5-diF-Ph 


3-CN-Ph 




FA * 41 7 


189 


HoN 


3. 5-d i F-Ph 


4-CN-Ph 




FA-417 


190 


HoN 


3 5-Hjp-pu 

%^ § vy \M IV III 


Naph-1-y 1 




FA -442 


191 


HaN 


W Uir I II 


3, 4-d i F-Ph 




FA * A9ft 


1 Q9 


14 M 

n2iM 


0, 0— a 1 r rrl 


5-Br-Py-3-y 1 




PA ; OOl 


193 


H2N 


3, 5-diF-Ph 


3-AcO-Ph 




FA: 450 


194 




3. 5-d i F-Ph 


2. 3-d i MeO-Ph 




FA : 452 


195 




3. 5-d i F-Ph 


Th i op-2-y 1 




FA: 398 


196 


H,N 


3, 5-d i F-Ph 


P 


h 




FA : 392 


197 


H,N 


3. 5-d i F-Ph 


3-Me-P 


1 




FA: 406 


198 


K2N 


3, 5-d i F-Ph 


3-AcO-2-Me-Ph 




FA: 464 


199 


4-H3N-PhCH2NH 


3, 5-d i F-Ph 


3-Me-Ph 




FA: 511 


200 


4-H2N-PhCH20 


3,5-diF-Ph 


3-Me-Ph 




FA: 542 


201 


H2N 


4-F-Ph 


3-Me-Ph 




FA: 388 


202 


H2N 


2-MeO-Ph 


3-Me-Ph 




FA: 400 


203 


Hjti 


2.3-diMe-Ph 


3-Me-Ph 




FA: 398 


204 


PhCONH 


3. 5-d i F-Ph 


Ph 




FA : 496 


205 


4- (Et,NCO) PhCH,NH 


3, 5-d i F-Ph 


Ph 




FA: 581 


206 


Py-2-y 1 CHjCONH 


3, 5-d i F-Ph 


Ph 




FA:511 


207 


(4-MeO-Ph) (CH,) ,CONH 


3, 5-diF-Ph 


Ph 




FA : 554 


208 


3-F-PhGONH 


3,5-diF-Ph 


Ph 




FA:514 


209 


4-Me0-PhCH2C0NH 


3, 5-d 1 F-Ph 


Ph 




FA : 540 


210 


4-Me,N-PhG0NH 


3. 5-diF-Ph 


Ph 




FA: 539 



wo 02/02533 
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46 




EX 




B 


Sa 


DAT 


211 


4-Ac-PhCONH 


Ph 

III 




FA- 538 


212 


2-Me-PhCONH 

■ 


Ph 




FA:510, N1:2.42(3H. s). 6.90- 
7.00(3H.m).7.11-7. 21 (3H,in), 
7.29-7. 34(4H.m).7. 38-7.40 
(1 H, m) , 7. 49 (1 H, d. J=7. 8Hz) . 
/.ODUn, dd, J - 8. o, l.oHz;, 
7 67 (IH d J=8 8Hz) 8 37f1H 
s).10.45(1H,s).13.10(1H, s).1 
3.14 (IH, s) 


213 


4-AcNH-PhCONH 


Ph 




FA : 553 


214 


Py-3-y 1 -CONH 


Ph 




FA : 497 


O i C 
^1 0 


3-CI-PhC0NH 


Ph 




FA : 530 


Z 1 0 


MeUuU vOn2; 


Ph 




FA : 506 


1 / 


4— MeUUlr"PnUONH 


Ph 




FA : 554 


Oi Q 
CA O 


4-Me— Ph uHsCONn 


Ph 




FA : 524 


91 Q 

^ i S7 


DenZO 1 vir^D y 1 UUIMn 


DU 

rn 




rA: OoD 


220 


Th i op-2-y 1 COCONH 


Ph 




FA: 530 


221 


S-AcNH-PhCHzNH 


Ph 




FA:488 


222 


3-(cPrNHC0)PhCHiNH 


Ph 




FA: 565 


223 


4- (4-F-PhNHNHCO) PhCH^NH 


Ph 




FA: 634 


OOA. 




DU 

rn 




rA : oZo 


225 


4-(IPrNHC0)PhCH,NH 


4-F-Ph 





FA: 585 


226 


Pyra-2-ylCONH 


3-Me-Ph 




FA:512 


227 


Py~3-y 1 CONH 


4-F-Ph 


•MB 


FA:515 


228 


cPrNHGO 


2-MeO-Ph 




FA • 595 


229 




^ incw III 






230 


PhO-CONH 


Ph 




FA:512 


231 


MeSO,NH 


Ph 





FA: 470 


232 


4-AcNH-PhS0,NH 


Ph 




FA: 589 


233 


4-F-PhS02NH 


3-Me-Ph 




FA : 566 


234 


4-MeO-PhSOjNH 


4-F-Ph 





FA: 600 


235 


S-FjC-PhSOaNH 


2-MeO-Ph 




FA: 551 


236 


' >— SO.NH 


2-iyieO-Ph 





FA: 587 


237 




Ph 




FA: 587 


238 


6-FaC-Py-3-y 1 CH,NH 


Ph 


HCI 


FA: 550 


239 


Py-3-y 1 CH,NH 


Ph 




FA: 483 


240 


Me (Py-3-y 1 CH,) N 


Ph 




FA : 497 


241 


• 4-AcNH-PhCH2NH 


Ph 




FA: 539, N1 : 2. 02 (3H, s) , 4. 22 ( 
2H, m) , 6. 34 (1 H, m) , 6. 65-7. 53 
(15H,m),9. 88(lH.s).12. 81 
(2H, m) 


242 




Ph 




FA: 639 


243 




Ph 


HCI 


FA: 669 



wo 02/02533 
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22 




EX 




B 


Sa 


DAT 


244 


1-Me-5-FjO-Pyrazo-3-y 1 Th i op-2- 

ylCHzNH 


Ph 


HCI 


FA: 636. N1: 3. 99(3H,s). 
4. 58 (2H. s) , 6. 82-6. 95 (5H, 
m) . 7. 09-7. 20 (4H, m) . 7. 23 
(1H, d. J=2. 5H2).7. 27-7. 29 
(2H. m) . 7. 40 (1H, d. J=3. 4H2) 
, 7.51 (1H. d, J = 8. 7Hz). 
12.89(1H. s). 12. 95(1H. s) 


245 


Py-4-y 1 CHjNH 


Ph 


— 


FA: 483, N1 :4. 34 (2H, d, J=5. 8Hz 
).6.55(1H,t, J=5.8Hz),6.68 
(1H,dd,J = 8. 8, 2. 5Hz) . 6. 82- 
6.94(4H.m).7.09-7. 18(3H, m), 
7. 29 (2H, d. J = 8. 3H2) , 7. 38 
(2H. d, J = 5. 8Hz) , 7.45 (1H. d. 
J = 8. 8H2),8. 51 (2H, d, J 
=5. 8Hz) , 1 2. 77 (1 H, s) , 1 2. 88 (1 
H, s) 


246 


(4-Me,N-PhCH,) 


Ph 


— 


FA: 658 


247 


4-H00C-PhCH,NH 


Ph 




FA : 526 


248 


3-H0-5-H0CH3-2-Me-Py-4y 1 CH,NH 


Ph 




FA : 543 


249 


6-CI-imidazoL1, 2-aJPy-3-ylGH,NH 


Ph 




FA: 556 


250 


IM-3-ylCH,NH 


Ph 


2HCI 


FA: 472 


251 


4-AcNH-PhCH2NH 


3-Me-Ph 




FA: 553, N1 :2. 02 (3H, nO , 2. 14(3 
H, s),4. 21(2H, d),6. 80-7.15 
UOH, nv 1 /. 25-7. 00 toH, nv , 
9. 85-9. 90(1H.nO,12, 76- 


252 


Th i az-2-v 1 CHoNH 


Ph 

nil 




FA * 489 


253 


PhCOCHoNH 


Ph 




FA -510 


254 


1-Ox i do-Py-4-y 1 CH^NH 


Ph 




FA: 499 


255 


5- (4-C 1 -Ph) Fu-2-y 1 CH,NH 


Ph 


HCI 


FA: 582 


256 


Th i az-5-y 1 CHgNH 


Ph 

• 


2HCI 


FA:489.N1:4.77(2H, s), 6.88- 
6. 98 (3H. nO , 7. 1 1-7. 21 (4H. nO , 
7.33(2H, d. J=7Hz),7. 55 (1H, 
br) , 7. 66 (1H, t. J=9H2) , 7. 82 
\\n, d, J-4 Hz; , 9. 15 UH, d, J = 9 
nz/ , lo. iu\iin, Dr/ 


257 


5. 6-d i C 1 -Py-3-y 1 -CH2NH 


Ph 




FA: 551 


258 


Pyrazi-a-ylCHaNH 


Ph 




FA: 484 


259 


5-Br-Py-3~y 1 CH2NH 


Ph 




FA: 561 


260 


Pyrim-S-ylCHaNH 


Ph 




FA: 484 N1:4.35(2H, m), 6.47 
-9. 12(15H,m).12. 84(2H,fn) 


261 


6-Me-Py-3-y 1 CH2NH 


Ph 




FA : 497 


262 


2-Me-Py-3-y 1 CHgNH 


Ph 




FA: 497 


263 


S-FgC-PhCHgNH 


Ph 




FA: 550 


264 


2-0H-PhCH,NH 


Ph 




FA : 498 


265 


l-Me-IM-2-ylCH2NH 


Ph 




FA: 486 


266 


3-H00C-PhCH2NH 


Ph 




FA: 526 


267 


a-MeO-PhCHsNH 


Ph 




FA:512 


268 


4-02N-PhCH2NH 


Ph 




FA: 527 


269 


Py-3-y 1 CH2NHCH2 


Ph 




FA: 497 


270 


4-F-PhGHpNH 


Ph 




FA : 500 
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271 


6-AcNH-Py-3-y 1 CHoNH 


Ph 




FA: 540 


272 


4-H0-PhCH2NH 


Ph 




FA: 498 


273 


PhCHjNH 


Ph 





FA: 482 


276 


4-AcNH-PhNHCH, 


Ph 




FA: 539 


277 


Py-3-y 1 NHCHp 


Ph 




FA: 483 


278 


4-AcNH-PhCH2NH 


3-F-Ph 




FA : 557 


279 


(Py-3-yU (CHjJiNHCHj 


Ph 




FA: 511 


280 


4-Br-Th i op-2-y 1 CH^NH 


Ph 




FA: 567 


281 


Py-3-y 1 CHjNH 


3-F-Ph 




FA: 501 


282 


2-H2N-Py-3-yJCH2NH 


Ph 


HCI 


FA: 498 


283 


w 


Ph 


-HCI 


FA: 584 


284 


4-CN-PhCH2NH 


Ph 




FA: 507 


285 


4-Me0C0-PhCH2NH 


Ph 




FA : 540 


Cl'r 




0 n^n f MG rfl 




rn . ODo, Ivl . 1 . c>9 \on, S) , \jc \on 

, s) . 4. 21 (2H. m) . 4 77 (2H s) 
6. 25-6. 95 (9H, m) , 7. 25-7. 55 
(5H,ni).9. 88(1H.s).12. 68(1H. 
s).12.77(1H, s) 


275 


4-AcNH-PhCH2NH 


a-HjN-Ph 




FA : 554, N1 : 2. 02 (3H, s) , 4. 21 (2H 
.m),5.00(2H,s).6.45-7.00 
(10H. iii).7.28-7.56(5H,nO. 
9. 88(1H,s).12. 70(1H. s), 
12:79(1H. s) 


286 


4-AcNH-PhCHjNH 


4-Me-Ph 




FA: 553 
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B 


Sa 


DAT 


Zo / 


*f ACNn rnOn2Nn 






rA . DZZ 


288 


4-AcNH-PhCH2NH 


3-CI-Ph 




FA: 573 N1 : 2.02(3H, s), 4.22(2H, d, J = 
4.9Hz), 6.36(1H, t, J = 5.8Hz), 6.70(1H, dd, 
J = 8. 8. 2. OHz) . 6. 88-6. 92 (3H. m) . 6. 98 (1H. 
tt. J = 8.3. 2.4H2). 7. 12-7. 16 (1H. m). 
7. 20-7. 26 (3H, tn). 7.32(2H, d, J = 8.7H2), 
7.44(1H. d, J = 8.8Hz), 7.53(2H, d. J = 8.3Hz), 
9.88(1H, s). 12.81(1H. s). 12.90(1H. s) 


289 


4-AcNH-PhCH2NH 


4-F-Ph 




FA: 557 N1:2.01(3H. s). 4.21(2H. m). 
6.34(1H, s), 6. 65-7. 53(1 4H, m), 9.87(1H. • 
s). 12.80(2H, m) 


290 


4-AcNH-PhCH2NH 


2, 3-d i Me-Ph 


— 


FA : 567. N1 : 2. 01 {3H. s) . 2. 02 C3H. s) . 2. 1 0 (3H. s) . 
4. 21 (2H, s) , 6. 35 (1H. br) , 6. 67-6. 73 (3H. m) . 
6.77-6.94(5H,n0.7.31(2H.d, J=9Hz). 7.43 (1H. 
d, J=9Hz) , 7. 52 (2H, d. J=9Hz) . 9. 88 (1 H, s) , 1 2. 85 
(lH,s),12.94(1H, s) 


291 


ii A ^ bill m bill 

4-AcNH-PnCH2NH 


3-MeO-Pn 

« 




FA: 569 Ml : 2.02(3H, s), 3. 66(3H. s). 4. 22(2H, 
a, J-0. onz;, 0. oOUn, t, J - o. onzj , o, D/un, 
dd, J = 8.8. 2.5H2), 6.71(1H. dd. J = 8.3, 

9 RH7^ R 7Qril-t c\ R Afi-A fi7 T^M mS 
/L. onz,/ 1 o. / 9 \ 1 n, s/ , u. ou^j. o / vHn, mj . 

6. 92-6. 97 (1H, m), 7.02(1H, t, J = 7.8Hz), 
7 d J = 8 3H2^ 7 d?f1H H J = ft ftH^^ 

7.53(2H, d, J = 8.3Hz), 9.89(1H, s). 12,78(1H, 
s), 12.87(1H, s) 


292 


4-H0-3-02M-PhNH0H2 


Ph 


— 


FA: 543 


293 


4-AcNH-PhCH2NH 


2-MeO-Ph 




FA: 569. N1 : 2. 02 (3H. s) . 3. 63 (3H, S) , 4. 22 (2H, d, J 
=5. GHz) , 6. 34 (1 H. t, J=5. 9Hz) . 6. 58 (1 H. d. J=8. 3 

Hy'i fi fil— fi 71 (9U m\ fi 7R— R 7ft ^OH m'S ft Q7— 

6. 92(2H m) 7 00-7 07 (2H nO 7 31 f2H d 

J=8. 3H2) . 7. 42 (1H, d. J=8. 8Hz) , 7. 53 (2H. d, J=8. 8 

Hz). 9.88(1H, s). 12.84aH.s), 12.94 (1H. s) 


294 


4-AcNH-PhCH2NH 


3.5-diMe-Ph 




FA: 567 


295 


4-AcNH-PhCH2NH 


3-CN-Ph 




FA: 564 


296 


4-AcNH-PhCH2NH 


2-F-Ph 


— 


FA:557.N2:2.19(3H. s). 4.35(2H, s). 6.46- 
7.87(15H. m). 9.93(1H. s). 12.65(2H. m) 


297 


4-AcNH-PhCH<>NH 


4-GN-Ph 




FA-564 N1 -2 01(3H s) 4 m) 6 37 (1H 
s) . 6. 67-7. 87 (1 4H. m) . 9. 88 (1H. s) . 1 2. 86 (2H, m) 


298 


4-AcNH-PhCH2NH 


Naph-1-y 1 




FA:589,N1:2.02(3H. s), 4.23(2H. s). 6.38(1H. 
br), 6. 47-6. 58 (3H, m), 6.71(1H, dd. J = 2 Hz. 
9 Hz). 6.91(1H, s). 7. 17-7. 26 (2H. m). 7.32(2H. 
d. J = 9 Hz) . 7. 42-7. 54 (5H. m) . 7.64 (1 H. d, J 
= 8 Hz). 7. 75(1H. d. J = 8 Hz), 8. 14(1H. d, J 
= 8Hz).9.89(1H,s). 12.90(1H. s). 12.99(1H. s) 


299 


4-AcNH-PhCH2NH 


3.4-diF-Ph 




FA: 575 


300 


S-CN-PhCHjNH 


4-F-Ph 




FA : 525 


301 


4-AcNH-PhGH2NH 


2H3I-Ph 




FA:573,m : 2.02(3H, s), 4.22<2H. d, J = 
5.3Hz), 6.38(1H, t. J = 5.9H2). 6.70(1H. dd, 
J = 8.8, 2. OHz), 6. 83-6. 96 (4H. m). 7.05- 
7. 17(4H. nO, 7.31(2H, d. J = 8.3Hz). 7.44(1H, 
d. J = 8. 3Hz) . 7. 53 (2H. d. J = 8. 8Hz) . 9. 88 (IH, 
s). 12.87(1H. s). 12.97(1H. s) 
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302 


4-AcNH-PhCHjNH 


2, 5-d i F-Ph 





FA:575,N1:2.02(3H, s), 4.22(2H, m), 6.30- 
6.75(2H, m). 6. 82-7. 10 (7H, m). 7. 27-7. 57 (5H, 
m), 9.88(1H, s), 12. 80-13. 05 (2H, m) 


303 


4-AcNH-PhOH2NH 


Z-FgC-Ph 




FA:607, N1 :2. 02(3H, s), 4. 22(2H, m). 6. 38(1 H, 
Dv 1 (>• DU~o. lOn, nv 1 /• 1. 00 vifn, nv > 
9.88(1H, s). 12. 85-13. 00 (2H, nO 


304 


4-AcNH-PhCH2NH 


6-OI-Py-3-yl 




FA: 574 


305 


4-AcNH-PhCH2NH 


5-Br-Py-3-y 1 





FA: 618 


306 


4-AcNH-PhCH,NH 


3-Br-Ph 




FA:616 


oVt 


4 nCNn rnuHjNn 


o ACU^rn 




ETA . CAT 

rA: 03 / 


308 


4-HO-3-MeO-PhCH,NH 


3. 5-d i MeO-Ph 




FA: 588 


309 


4-H000-Pha^2NH 


4-F-Ph 




FA: 544 


310 


4-AcNH-Ph(»i2NH 


Th i op-2-y 1 




FA: 545 


311 


4-AcNH-PhCH2NH 


2,3-diMeO-Ph 




FA : 599 : N1 : 2. 02 WH, s) , 3. 65 (3H. S; . 3. 66 (3H, s) , 
4. 21 (2H. d, J =5. 8Hz) , 6. 35 (1 H, t. J=5. 9 Hz) , 
6. 59-6. 61 (1H. nO . 6. 71 (IH. dd. J=2. 8. 8. 8Hz) , 
6. 74-6. 79 (4H, m) . 6. 85-6. 91 (2H. m) . 7. 32 (2H. d, 
J=8. 3Hz) , 7. 43 (1 H. d. J=8. 8Hz) . 7. 53 (2H. d, J=8. 8 
Hz) . 9. 88 (1 H. s) . 1 2. 84 (1 H. s) . 1 2. 93 (1 H. s) 



24 




EX 




B 


Sa 


DAT 


312 


4-LMo-4-yl CCHj) jOJ PhCHgNH 


4-F-Ph 




FA: 629 


313 


4-H0-PhCH2NH 


2-MeO-Ph 




FA: 528 


314 


3-Et0-4-Me0-PhCH2NH 


3-Me-Ph 




FA: 570 


315 


4- {Me2N (CHj) 3O) PhCHaNH 


3-Me-Ph 




FA: 597 


316 


1 . 3-benzoTh i az-6-y 1 GH2NH 


3-Me-Ph 




FA: 553 


317 


4- [Mo-4-y 1 (CHj) 2O] PhOHaNH 


2-MeO-Ph 




FA: 641 


318 


3-H00O-PhCH2NH 


2-MeO-Ph 




FA: 556 


319 


3-CN-PhCH2NH 


3-Me-Ph 




FA: 521 


320 


1-PhCH2-P i pe-4-y 1 CH2NH 


Ph 


HOI 


FA: 579 


321 


PhCHjNH 


Ph 




FA : 482 


322 


Naph-2-y»-CH2NH 


Ph 




FA: 532 


323 


4-Me-PhGH2NH 


Ph 




FA : 496 


324 


3-Me0-PhGH2NH 


Ph 




FA:512 


325 


2-CN-PhOH2NH 


Ph 




FA: 507 


326 


S-FaC-PhCHzNH 


Ph 




FA : 550 


327 


3-Br-PhCH2NH 


Ph 




FA : 560 


328 


4-H0-PhCH2NH 


Ph 




FA : 498 


329 


4-02N-PhCH2NH 


Ph 




FA: 527 


330 


4-MeS-PhCH2NH 


Ph 




FA: 528 


331 


2-Me0-Naph-1 -y 1 -CH2NH 


Ph 




FA : 562 
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1 py 


R2 
t\ 


p 




HAT 




S ft 7 A — tn+rahuHrn-Manh— 9-ul-nH MH 


Ph 

r n 




PA • 




o ainyuro ucmzoldjiu u yivn2iin 


r n 




FA • ^OA 


334 




Ph 




FA : 526 

• 


335 




Ph 


— 


FA: 540 


336 


3, 4-d i MeO-PhCHiNH 


Ph 


— 


FA: 542 


337 


2, S-diF-PhCHaNH 


Ph 





FA:518 


338 


3. 5-d i FgC-PhCHgNH 


Ph 




FA:618 


339 


5-Et-Fu-2-y 1 CH2NH 


Ph 




FA: 500 


340 


Th i op-3-y 1 CHjNH 


Ph 




FA: 488 


341 


1 -MeO-CO (CH2) 2-Py r r-2^y 1 CH2NH 


Ph 




FA: 557 


342 


Pen-NH 


Ph 




FA : 462 


343 


PhCHzO (CH2) 2NH 


Ph 




FA : 526 


344 


Ph (CHo) sNH 


Ph 




FA: 510 


345 


Me (Py-3-y 1 ) CHNH 


Ph 




FA : 497 


346 


4-Pen-PhCH2NH 


Ph 




FA : 552 


347 


b i Ph-4-y 1 CHgNH 


Ph 




FA : 558 


348 


4-F3C-PhCH2NH 


Ph 




FA : 550 


349 


2-CI-PhCH2NH 


Ph 




FA:516 


350 


4-Me0-C0-PhCH2NH 


Ph 




FA: 540 


351 


S-CN-PhCHgNH 


Ph 




FA: 507 


352 


4-Me2N-PhCH2NH 


Ph 




FA: 525 


353 


4-Py r ro 1 i -1 -y 1 -PhCHzNH 


Ph 




FA: 551 


354 


4-PrO-PhCH2NH 


Ph 




FA: 540 


355 


4-H0C0CH20-PhCH2NH 


Ph 


<— 


FA: 556 


356 


4-PhO-PhCH2NH 


Ph 


— 


FA: 574 


357 


3- (3-F3C-PhO) PhCHaNH 


Ph 




FA: 642 


358 


4-PhGH20-PhCH2NH 


Ph 





FA: 588 


359 


4-b i PhO-PhCH2NH 


Ph 


— 


FA: 650 


360 


2-(4-CI-PhS) -PhCH2NH 


Ph 




FA: 624 


361 


6-MeO-Naph-2-y 1 CH2NH 


Ph 




FA : 562 


362 


1 ''H0-Naph''2-y I CH2NH 


Ph 




FA: 548 


363 


9H-Fluoren-2-ylCH2NH 


Ph 




FA: 570 


364 


2-CI-5-F-PhCH2NH 


Ph 




FA: 534 


365 


3, 5-d i HO-PhCHaMH 


Ph 




FA:514 


366 


2"HO-3-MeO-PhCH2NH 


Ph 




FA: 528 


367 


2-H0-'4-Me2N-PhCH2NH 


Ph 




FA : 569 


368 


Z-HO-S-OgN-PhCHgNH 


Ph 




FA : 543 


369 


4-H0-3-02N-PhCH2NH 


Ph 




FA: 543 


370 


4-H0-3-Me0-PhCH2NH 


Ph 




FA: 528 


371 


2, 4-diMeO-PhCH2NH 


Ph 




FA : 542 


372 


3-MeO-2-02N-PhCH2NH 


Ph 




FA: 557 


373 


4- (Mo-1 -y 1 ) -2-02N-PhCH2NH 


Ph 




FA:612 
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374 


3. 5-d i C 1 -e-HO-PhCHjNH 


Ph 




FA: 566 


375 


3, 4-d i MeO-2-02N-PhCH2NH 


Ph 


— 


FA: 587 


376 


4-MeO-5. e-diMe-PhCHjNH 


Ph 


— 


FA: 540 


377 


3-H0-4. 5-d i MeO-PhCHaNH 


Ph 


— 


FA: 558 


378 


1 -PhSOj-Py r r-2-y 1 CH2NH 


Ph 


— 


FA:611 


379 


5-AcOCH2-Fu-2-y 1 CHjNH 


Ph 


— 


FA: 544 


380 


5-Me-Th i op-2-y 1 GHjNH 


Ph 


— 


FA: 502 


381 


5-Th i op-2-y 1 Th i op-2-y 1 CH2NH 


Ph 


— 


FA : 570 


382 


4-Br-Th i op-2-y 1 CH2NH 


Ph 





FA : 566 


383 


2-Ph-lllll-4-ylGH2NH 


Ph 


. 


FA: 548 


384 


2-H,N-Py-3-v 1 CH,NH 


Ph 


^^^^ 


FA - 498 


385 


lndol-3-ylCH2NH 


Ph 




FA: 521 


386 


1 - (4-Me-PhS02) i ndo I -3-y 1 CH2NH 


Ph 




FA: 675 


387 


3-Me-benzo [b] Th i op-2-y 1 CHjNH 


Ph 




FA: 552 


388 


qu i no 1 i n-3-y 1 CH2NH 


Ph 




FA: 533 


389 


S-PhCHjO-l H-pyr r 0 1 0 [2, 3-c] Py-3-y 1 CH2NH 


Ph 




FA : 628 


390 


PrNH 


Ph 




FA: 434 


391 


cHex-CH2NH 


Ph 




FA: 488 


392 


PhCHjNH 


Ph 




FA: 496 


393 


1 -T r-Benzo 1 M-5-y 1 CHjNH 


Ph 




FA: 550 


394 


4-AcNH-PhCH2NH 


3-OH-Ph 




FA: 555 


395 


Me (Py-3-y 1 ) 0=N 


Ph 




FA: 495 


396 


Me(Py-3-yl)CH^ 


Ph 


HCi 


FA: 497 


397 


H 


6-Me-Py-3-y 1 




FA: 392 


398 


H 


1 -Me~benzo 1 M-5-y 1 




FA: 431 


399 


Me (HO) CH, 


Ph 




FA: 421 


400 


1 -Ox i do-Py-3-y 1 CH,NH 


Ph 




FA: 499 


401 


HO 


Ph 




FA: 393 



27 



Ex 


Str 


DAT 


110 


H 0 l!^ 


FA: 391 


111 


F 


FA: 394 


450 


He 


FA : 542. FN : 540 



I 
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EX 




A 


B 


Sa 


DAT 


402 


Py-3-y 1 CHzO 


3, 5-diF-Ph 


Ph 


Oxal 


FA: 483 


403 


PhCH^SOj 


3.5-cliF-Ph 


Ph 


— 


FA: 530 


404 


1-0xido-Py-3-ylCH=N 


3. 5-diF-Ph 


Ph 


— 


FA: 497 


405 


HOCH2 


3.5-diF-Ph 


Ph 


— 


FA: 407 


406 


Benzol HKS-ylCHsNH 


3.6-diF-Ph 


Ph 


— 


FA: 522 


407 


PhNHCSNH 


3, 5-diF-Ph 


Ph 


— 


FA: 527 


408 


Py-3-ylNHCONH 


3, 5-diF-Ph 


Ph 


— 


FA:512 


409 


HCO 


3. 5-diF-Ph 


Ph 


— 


FA: 405 


410 


4-AcNHPhCH2NH 


3-Me-Ph 


3-Me-Ph 


— 


FA: 531 


411 


H2N 


3-Me-Ph 


3-Me-Ph 


— 


FA: 384 


412 


4-H2N-PhCHjNH 


3. 5-diF-Ph 


2.3-diMe-Ph 


— 


FN: 523 


413 


4-iPrNHOO-PhCHaNH 


3, 5-diF-Ph 


3-Me-Ph 


— 


FA: 581 


414 


4-H00C-PhCH2NH 


3, 5-diF-Ph 


3-Me-Ph 


— 


FA: 540 


415 


4-LPyrrol i-1-yl (CHj) 2O] -PhOHzNH 


3. 5-diF-Ph 


3-Me-Ph 


— 


FA: 609 


416 


PhO-CONH 


3, 5-diF-Ph 


Ph 


— 


FA: 51 2 


417 


4-Me0CH2C0NH-PhCH2 (MeOCHiCO) N 


3, 5-diF-Ph 


2,3-diMe-Ph 


— 


FA: 669 


418 


4-cBuG0NH-PhCH2NH 


3, 5-diF-Ph 


2,3-diMe-Ph 


— 


FA: 607 


419 


4-Et2N (CH2) zCONH-PhCHjNH 


3, 5-diF-Ph 


2.3-diMe-Ph 


Oxal 


FA : 652 


420 


4-MeNHCH200NH-PhOH2NH 


3. 5-diF-Ph 


2,3-dlMe-Ph 


Oxal 


FA: 596 


422 


1,3-Thiaz-5-ylCH2NH 


3, 5-diF-Ph 


3-Me-Ph 


Oxal 


FA: 503 


423 


2-H2N-1 , 3-Th i az-5-y 1 CHjNH 


3. 5-diF-Ph 


3-Me-Ph 




FA:518 


424 


2-AcNH-1 , 3-Th i az-5-y 1 CHjNH 


3, 5-diF-Ph 


3-Me-Ph 




FA: 560 


425 


4-MeO-Ph 


3, 5-diF-Ph 


3-Me-Ph 




FA: 497 


426 


1-PhGH2-Pipe-4-ylCH2NH 


3. 5-diF-Ph 


Ph 


HOI 


FA : 579 


42/ 


4-Me-PhS02(Me)N 


3,5-djF-Ph 


Ph 




FA: 560 


428 


1,3-Thiaz-5-ylCH2NH 


3. 5-d 1 F-Ph 


2.3-diMe-Ph 


Oxal 


FA:517 


430 


4-MeO-PhNHOO 


3. 5-diF-Ph 


Ph 




FA: 526 


431 


PhCHjO-CO 


3. 5-diF-Ph 


Ph 




FA: 511 


432 


HOGG 


3. 5-diF-Ph 


Ph 




FA: 421 


433 


4-F-Ph00(Me)N 


3. 5-diF-Ph 


Ph 




FA: 528 


434 


MeNH 


3, 5-diF-Ph 


Ph 




FA : 406 


435 


2-tBuO-CONH-4-C 1 -1 . 3-Th i az-S-y 1 CH2NH 


3, 5-diF-Ph 


3-Me-Ph 




FA: 652 


436 


2-tBu0-C0NH-4-C 1 -1 . 3-Th i ar-5-y 1 CH=N 


3. 5-d i F-Ph 


3-Me-Ph 




FA: 650 


437 


4-AcNH-PhCH2NH 


3. 5-diF-Ph 


3-AcO-2-Me-Ph 




FA: 6.11 
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EX 




A 


B 


Sa 


DAT 


421 


I.S-Thiaz-S-ylCHjNH 


3,5-diF-Ph 

• 


2-lteO-Ph 

1 


Oxal 


FA:519,N1:3. 64 (3H. s), 
4.54 (2H, s).6.59(1H.d. J 
=8Hz) , 6. 68-6. 72 (2H. m) . 
6.77(2H,dd, J=2lte.8Hz), 
6. 90(1H.tt. J=2Hz,9Hz). 
6. 97(1H.d. J=2Hz).7. 01- 
7 07 (2H m) 7 45 (1H d 
J=9Hz) , 7. 89 (1 H, s) , 8. 96 
(1H. s), 12.90(1H,8).12. 
96 (1H, s) 


438 


4-AcNH-PhCH2NH 


3.5-diF-Ph 


3-H0-2-Me-Ph 


— 


FA: 569 


439 


4-Ac (Me) N-PhCHjNH 


3, 5-diF-Ph 


3-Me-Ph 




FA: 567 


440 


4-F3CC0NH-PhCH2NH 


3, 5-diF-Ph 


3-Me-Ph 




FA: 607 


441 


4-MeS02NH-PhCH2NH 


3, 5-diF-Ph 


3-Me-Ph 


— 


FA : 589 


442 


4-AcNH-PhCHj!0 


3,5-diF-Ph 


S-Mff-Ph 


— 


FA: 554, N1 :2. 05(3H. s) , 
2. 51 (3H. s) . 5. 06 (2H. s) . 
6. 86-7. O7(7H,n0.7. 14 
(IH.d, J=7H2).7.39 (1H. 
s) , 7. 41 (2H, d, J=9Hz) . 7. 
61 (2H, d. J=9H2) . 7. 64 
(1H. s),9.98(1H.8),13.0 
6 (2H, s) 


443 


4-AcNH-PhCH2NH 


4-F-Ph 


3-Me-Ph 




FA: 535 


444 


4-AcNH-PhCH2NH 


2-MeO-Ph 


3-Me-Ph 




FA: 547 


445 


4-AcNH-PhCH2NH 


2.3-diMe-Ph 


3-Me-Ph 




FA: 545 


446 


4-MeO-Ph (Me) NGO 


3. 5-diF-Ph 


Ph 




FA: 540 


447 


4-[BocHNC(NBoc)NH]- 

PhCH,NH 


3,5-diF-Ph 


3-Me-Ph 




FA: 753 


448 


4-LH2NC(NH)NH]-PhCH2NH 


3, 5-d i F-Ph 


3-Me-Ph 


HCI 


FA : 553 


449 4-MeS02NH-PhCH2 (MeSOj) N 


3. 5-diF-Ph 


3-Me-Ph 




FA: 667 




Ex 




R^Z* 


DAT 


24 


CH 


N 


FA:342.N1:7.04-7.3B(11H. m).8.00(1H. m),8.34(1H. nO. 13. 13-13. 19(2H, ra) 


25 


N 


CH 


FA : 342, N 1 : 7. 04-7. 34 (1 OH, m) . 7. 66 (1 H, nO . 8. 41 (1 H, m) , 8. 91(1 H. m) , 1 3. 21 (m. 2H) 



31 





Ex 




R" 


Sa 


DAT 


114 


H 


Me 




FA: 355 


115 


H 


PhCHz 




FA: 429 


1.16 


Me 


EtjN 


HOI 


FA: 426 
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32 



NH-R 



16 




NH-R 



IB 



Ex 


R 


DAT 


Ex 


R ^® 


DAT 


53 


Ac 


FA: 455 


71 


BuSOs 


FA: 611 


54 


PhCO 


FA: 579 


72 


Me2NS02 


FA: 585 


55 


a-FaC-PhCO 


FA: 715 


73 


PhCHaSOa 


FA: 679 


56 


O o o 


FA ■ 973 


74 




FA- fiSI 


57 


2-Me-PhCO 


FA; 607 


75 


3-Me-PhSO, 


FA: 679 


58 


PhCH^CO 


FA: 607 


76 


2, 4-d i-F-PhSOs 


FA: 723 


59 


2-PyCO 


FA: 581 


77 


4-MeO-PhSO, 


FA: 711 


60 


MeOCHzCO 


FA: 515 


78 


3-OjN-PhSOs 


FA: 741 


61 


4-F-PhCO 


FA: 615 


91 


cHex-CHj 


FA: 563 


62 


iPrCO 


FA: 511 


92 


PhCHj 


FA: 551 


63 


3-CI-PhCO 


FA: 647 


93 


2- (EtO) PhCHa 


FA: 639 


64 


3-MeO-PhCO 


FA: 639 


94 


S-BrPhCHs 


FA: 709 


65 


EtOCOCO 


FA: 571 


95 


SHUePhCHa 


FA: 579 


66 


4-ON-PhCO 


FA: 629 


96 


3-N02PhOH^ 


FA: 641 


67 


i PrSOa 


FA: 583 


97 


4- (MeOCO) PhCH, 


FA: 667 


68 


4-F-PhSO, 


FA: 687 


98 


2.4-diF-PhCH, 


FA: 623 


69 


2-FaC-PhS02 


FA: 787 


99 


3-PyCH5 


FA: 553 


70 


MeSO, 


FA: 527 


100 


4-IM-CH, 


FA: 530 



a 33 




EX 




R^ 


A 


B 


Sa 


OAT 


101 


H 


H 


2-Me-1,3-Thiaz-4-yl 


Ph 




FA: 362, N1:2.30(3H, s). 
7.64 (1H, s). 13.04(2H, s) 


102 


H 


MeO 


Ph 


Ph 




FA: 371 


103 


H 


H 


4-Py 


Ph 




FA: 342 


104 


Me 


H 


Ph 


Ph 




FA: 355 


105 


H 


H 


3-Py 


Ph 




FA:342.N1:8. 24(1H. dd. 
1.5, 4.4),8.42(1H, d, J= 
1.5).13.18(2H. s) 


106 


H 


H 


Ph 


3-{Mo-4-yl(CH,),01 Ph 




FA: 470 


107 


H 


H 


Ph 


3-Me,NPh 




FA: 384 


108 


H 


H 


Ph 


3- Me(PhCH,)NOH,)Ph 


HCI 


FA: 474 


109 


H 


H 


3. 5-d i F-Ph 


Py-3-y 1 


HOI 


FA:378,N1:7. 79-7. 81 (2H, 
tn).8. 74(1H,d,./:1.5), 
13.28 (2H. s) 


112 


H 


H 


5-H0-Py-3-y 1 


3. 5-diF-Ph 




FA: 394 


113 


H 


OH 


3-MePh 


3-MePh 




FA: 383 
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(Proc. Nat I . Acad. So i . USA, 87. 71 00-71 04 (1 990) ) „ 
iAT. :^m^mMMUlZit'^^a> GnRH S^i^Mta-f^ffl^. '^I-D-Trp'-LHRH (OthGnRH S^i* 

1 . GnRH ^nwi^^i^mm^ 

(1) th6nRHS#^*:^3scHo (fi4--r lUj^^-^m) m!i^<om^ 

thGnRH S^i4ci§^(^.ii:^(Oil^fl3g^ (Chapter 9 In: Current Protocols In Molecular 
Biology: ed. by F. M. Ausubel et. al., Greene Publishing Associates and Wiley- 
I ntersc i ence, 9.0.1-9.9.6 (1987), S. S. Kaker et. al., Biol. Biophys. Res. Coiranun. 
189, 289-295 (1992), R. Grosse et. al.. Mo I. Endocrinol. 11. 1305-1318 (1997)) t 

pl^(cL-CfT*?;Kyc„*-r.CHOJiifilBa$iSg (mm-, a turn. 10%FCS. ia^il^K-taKa^J^^) 

L. thGnRH S^i*iSfe^(iB5>JS#:1) ^^ALfcie^A* l/^7>X7I^>3>fflia^ 
FuGENES (A- -TVA-fAttii) ti^Jm LX 24 ^PBlJSP5*1fCh7>;i:?in-f S ZitlZ^ y . fchGnRH 
S^f^ (IB^lJ^-^ : 2. S. S. Kaker et. al., Biol. Biophys. Res. Commun. 189, 289-295 (1992)) 

$s^«is-r « cHo m«&^mtzo i ffiKD^^m^n^mLxi^^ ztit pcr mz^ y Lf=. 

(2) thGnRH ssi^$^^-r^ CHO msi^mm^om^ 

±|E (1) -ePit Ltz thGnRH S^i*^^ CHO (3x10" <i) |C'J>M^®;£S:^^7k (PBS) t:^ija 
L-ClUilX L. lOOxG X 3 Lfc„iaaflSa>V l/^Hw*t*/ *-h/\* ?»77-(10mM NaHCOs. 5mM EDTA(I 

fm'jrmw^m. ph 7.5) ^100 mi ^*nL.**'jhP>*K'*t#*-$fflL>-c*f/*-hLfco4ooxG 

-e ^s^mMibL. 't(D±m^t^i£>wizt y 100. oooxg-c 1 ^p^igiCAL. mm^(D^m.^^m 

f-. ::a)>:*JSI[iK!I$^#fflA*977-(25inM Tris-HCI, 1 mM EDTA, 10 m g/ml 7* DfT-b* Rfi^SlJ 
(Pef ab I oc SC (Merck ai!) ) . 1 ju g/ml V7'X$f>A, 20 g/mlPY^ 7*f>. 0. 03% TyMbthU-JA. pH 

7.5)60 ml icjiSL.^j-jiL-c -6o''cx^nL. ^m<D^mm:^Lx^mLtzo 

t 

(3) "^l-D-Trp'-LHRHSK^Rl^^ajjH^ 

JilB (2) LfcthGnRH -5 CHO ^fflflSMH^^T^-feK 977- (HBSS (/\>^X^Sgi^ 

^?S) , 20mM HEPES, 0. 1J4 BSA (')ylfil>S7li'7* , 100 ju g/ml A* i/Hy>. pH 7. 4) "l?^!? LT 20 m 
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m^jiF^rndfu^-^m^mM-t^tzibizm^it^iiiiiCDititJ^jiz 100 /i m lhrh(2 pi o cib^js 
^. 0. 5%** mMi'Azxmm Lfc99h7>^* 7X7^a*-(gf/b) Sfflt^TJsc&j^ ^eft5iaij©-r <5 t 

: PMB= (SB-NSB) / (TB-NSB) x1 00 4" . TB : m^l^^m^}Sm. SB : ^mit^m ^M^tzt^O 

Raw(%) (PMB) ^mm y^tzo^j^mztsif^m^it^^o pmb $r p^h l, pmb=5o%$ -^x-sts 

gllb^il^CDSiS (IC„ fit) $^«>fco M@^<OlSm. a 6 (D^b^!!^ No 178a. His ^ 
40. 43. 79, 83, 87. 132, 146, 147, 169, 209, 224. 239. 241. 245, 251, 256, 258, 290. 293. 400, 402. 421. 
422 Xli 423 Oit-^W. 10-"M JbS. IQ-^M (O^^Ba^StSfe^^-r-S ^ tit><mmtS*ltzo ^IZ'/ 

^tii<mm^^tzo 

2. GnRH ^SIlfil4>f;il'AfB>±#SP6lC^-r-§>^mf^ffll4il 

it-^^O in i^/Vo|cfcrt-514M^!M^>fetb5|!Jrt>(GnRH)Mtn;^^ffl^. P7KC GnRH ^Jg^ LT 

HJiJICl* 9 mmOi WIstar ^Stft79KH*lXlJI.*>-) ^fi^ffi LfcoGnRH(V 7* f K W. LH- 
RH(human)) (i25IJ#^:4) (i^f KOWSP©IS0^F«3lCg4- Lfc (30 ng/7'; W o=aiJ^<b^#l(* 6.7% 
DMSO, 6. 7% PEG400. 6. 7% TweenBO 7XiSjS«::|§»*f=lill^ L, GnRH S-^^O) 3 ^FplMf- 30 mg/kg 

©fflS-e^SP^-^ Lfc.GnRH 1 m^^izUia. L, ifii>t4'a)f;^hXfP>?aig$^mfi*I'ti:7y t-fA/ 
T^t-f (t hP>tt R I ^\') V) \z J: y jil^ L fc. 

GnRH ^s-^ L^cl^7•;^a)I^il;»4««^xfp>^i]g^ in. ymit'^^(oti^t> y /cp-gjg^g^ l/=79 

KDJfil>Sif f Ah^fP^iiig^ Tc. M^ib^l^J^S-^ Uf=7^'^a)JfiljiItJfX^;lfP>;:gJg^ Ts t L, ^: lA 
= (Tc-Ts)/(Tc-Tn)x100 Icj: y ttil^b^l^OBaWSti (%) (lA) ^ffffl L/= (Tn ^TjeT^Fltfr 
Jt^lC I A = ^QQ%t.t^^) ^UWiO^m.. U 5 (Dit-^^ No 63a. ^ 6 Oi^-^m No 167a. 169a, 173a 
1^ Jfe ^ 40, 21 2. 241 . 244, 245, 251 , 256. 260, 274. 275, 288, 289, 290, 291 , 293, 296, 297, 298, 
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301.302, 303,311 Xli421 a><b^!|^!lli 50%J; y :#;^l^RaSjS^±^;^U/=o 

l=.^mi^&^:itii'^U.^ti^tc(fi. Huggins&G. V. Hodges, Cancer Res. 1. 293-297 (1941). 
L. Bokser et. al.. Proc. Natl. Acad. Sci. USA 87. 7100-7104 (1990))o 
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1. -iift^(i) 




(R^R^R'al/R'':l^— Xlim^JoT. H. NO2.CN, Halo, M^^^KT U^T^, cJ:L^^<b7K^«. 

^'>.S&^;t^■CL^-c4.etl^■7->;^-o-.g^$;K■ct^-c4»J;L^Ti/;^,MglS-s (O) n 

*fc R', R^ R* Rxs R* cDP*x e, Miti^tzm y ^ a 2 ocdsi*-* i: jEc o r t u -;uxi*s/^ p 

R" &0 R": m-:X.l^mtj: o -C. H. Ha 1 o. ©Si^ ^V-C l^T % cfe L^Jg^^b7k«SXI*M^^F ttT L^r 

X' RXS XM^— XttS'SoT. N. S. X(* 0 m^. 

Pii. 

Z^Z^Z'JRtXZ^CXIi N. 

<i L. i)x' Si; x**<s xi* 0 (D^^. R';Ri;R''<D-:^xiijR:^ii#s-a-r, 2)z\ z^ z» 

ap^/Xli Z"© 1 TbS. 4 fliA^N (35^^. S*p5-r-S R\ R*. R". & l/ZX f* R" L3&:L^.) "C^* 

3 . x' at; x^axi^tj: < 1 N -cfc-Sii*a>S5S 1 tsm 2 ^^5r*^,*^lziH®a)::^p 

1 , 3-e;7h>i§#i*x(*^rogtm^W(ci^#*;KS^^:*r3am^i:-r'5^^«aj?)c!ia, 



>VO 02/0^533 PCT/JP01/0S813 

60 

iSo fi L. T^^b-^!^ 1 7bm 39 ^1^ < „ m^(Dsm Ph li^i-Jl*. Me Itm. Et Itm. Xli tBu I* 

tert-7*fJl'$;5^"^o 

Si 
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6. X'&t;x2A<|^BtlCNT?fe§BtjR©$gffl4BS5^<DH;KAMc|BSa):^P/^>-1 , 
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SEQUENCE LISTING 

<110> Yamanouchi pharm. co. , ltd. 

<120> Propane derivatives 

<130> 6nRH 

<140> 
<141> 

<150> JP2000-204425 
<151> 2000-07-05 

<150> JP2001 -153372 
<151> 2001-05-23 

<160> 4 

<170> Patent In Ver. 2. 1 

<210> 1 
<211> 987 
<212> DMA 

<213> Homo sapiens 
<300> 

<303> Biol. Biophys. Res. Comm. 
<304> 189 
<306> 289-295 
<307> 1992 

<400> 1 

atggcaaaca gtgcctctcc tgaacagaat caaaatcact gttcagccat caacaacagc 60 
atcccactga tgcagggcaa cctccccact ctgaccttgt ctggaaagat ccgagtgacg 120 
gttactttct tcctttttct gctctctgcg acctttaatg cttctttctt gttgaaactt 180 
cagaagtgga cacagaagaa agagaaaggg aaaaagctct caagaatgaa gctgctctta 240 
aaacatctga ccttagccaa cctgttggag actctgattg tcatgccact ggatgggatg 300 
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tggaacatta cagtccaatg gtatgctgga gagttactct gcaaagttct cagttatcta 360 
aagcttttct ccatgtatgc cccagccttc atgatggtgg tgatcagcct ggaccgctcc 420 
ctggctatca cgaggcccct agctttgaaa agcaacagca aagtcggaca gtccatggtt 480 
ggcctggcct ggatcctcag tagtgtcttt gcaggaccac agttatacat cttcaggatg 540 
attcatctag cagacagctc tggacagaca aaagttttct ctcaatgtgt aacacactgc 600 
agtttttcac aatggtggca tcaagcattt tataactttt tcaccttcag ctgcctcttc 660 
atcatccctc ttttcatcat gctgatctgc aatgcaaaaa tcatcttcac cctgacacgg 720 
gtccttcatc aggaccccca cgaactacaa ctgaatcagt ccaagaacaa tataccaaga 780 
gcacggctga agactctaaa aatgacggtt gcatttgcca cttcatttac tgtctgctgg 840 
actccctact atgtcctagg aatttggtat tggtttgatc ctgaaatgtt aaacaggttg 900 
tcagacccag taaatcactt cttctttctc tttgcctttt taaacccatg ctttgatcca 960 
cttatctatg gatatttttc tctgtga 987 

<210> 2 

<211> 328 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Ala Asn Ser Ala Ser Pro Glu Gin Asn Gin Asn His Cys Ser Ala 
1 5 10 15 

I le Asn Asn Ser I le Pro Leu Met Gin Gly Asn Leu Pro Thr Leu Thr 

20 25 30 

* 

Leu Ser Gly Lys Me Arg Val Thr Val Thr Phe Phe Leu Phe Leu Leu 

35 40 45 

Ser Ala Thr Phe Asn Ala Ser Phe Leu Leu Lys Leu 61 n Lys Trp Thr 
50 55 60 

Gin Lys Lys Glu Lys Gly Lys Lys Leu Ser Arg Met Lys Leu Leu Leu 
65 70 75 80 



Lys His Leu Thr Leu Ala Asn Leu Leu Glu Thr Leu lie Val Met Pro. 

85 90 95 



wo 02/0*2533 



PCT/JP01/0S813 



Leu Asp Gly Met 

100 

Leu Cys Lys Val 
115 

Ala Phe Met Met 
130 

Arg Pro Leu Ala 
145 

Gly Leu Ala Trp 



lie Phe Arg Met 

180 

Phe Ser Gin Cys 
195 

Ala Phe Tyr Asn 
210 

Phe I I e Met Leu 
225 

Val Leu His Gin 



Asn I le Pro Arg 

260 

« 

Ala Thr Ser Phe 
275 

Trp Tyr Trp Phe 
290 



Trp Asn I le Thr 



Leu Ser Tyr Leu 

120 

Val Val He Ser 
135 

Leu Lys Ser Asn 
150 

I le Leu Ser Ser 
165 

Me His Leu Ala 



Val Thr His Cys 

200 

Phe Phe Thr Phe 
215 

I le Cys Asn Ala 
230 

Asp Pro His Glu 
245 

Ala Arg Leu Lys 



Thr Val Cys Trp 

280 

Asp Pro Glu Met 
295 



3/4 

Val Gin Trp Tyr 
105 

Lys Leu Phe Ser 



Leu Asp Arg Ser 

140 

Ser Lys Val Gly 
155 

Val Phe Ala Gly 
170 

Asp Ser Ser Gly 
185 

Ser Phe Ser Gin 



Ser Cys Leu Phe 

220 

Lys Me Me Phe 
235 

Leu Gin Leu Asn 
250 

Thr Leu Lys Met 
265 

Thr Pro Tyr Tyr 



Leu Asn Arg Leu 

300 



Ala Gly Glu Leu 
110 

Met Tyr Ala Pro 
125 

Leu Ala I le Thr 



Gin Ser Met Val 

160 

Pro Gin Leu Tyr 
175 

Gin Thr Lys Val 
190 

Trp Trp His Gin 
205 

Me Me Pro Leu 



Thr Leu Thr Arg 

240 

Gin Ser Lys Asn 
255 

Thr Val Ala Phe 
270 

Val Leu Gly I le 
285 

Ser Asp Pro Val 
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Asn His Phe Phe Phe Leu Phe Ala Phe Leu Asn Pro Cys Phe Asp Pro 
305 310 315 320 

Leu 1 1 e Tyr G I y Tyr Phe Ser Leu 

325 

<210> 3 
<211> 10 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: labeled Tyr 
with 1251 and substituted with D form of Trp 

<400> 3 

Glu His Trp Ser Tyr Trp Leu Arg Pro Gly 
1 5 10 



<210> 4 
<211> 10 
<212> PRT 

<213> Homo sapiens 
<400>. 4 

Glu His Trp Ser Tyr Gly Leu Arg Pro Gly 
1 5 10 
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